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fe oudook after mvocardial infarcooii has iisualls 
1 assessed bv comparing results of treatment m a few 
e patients with a simultaneous control senes The 
avely small numbers in clini cal tnals (and in a disorder 
uch Tanable course 100 must be regarded as small), 
lead to chance results which are decepnve. In most 
he trials imeqmvocal diagnostic cntena base been 
andeo, and these have usually been the charactenstic 
ires that have been recognised for the past tiurtv 
s A posmve diagnosis is almost irrefutable, and the 
errors are those of omission (Paton 1957) The 
les of Bjorch et aL (195S) do not support the idea that 
at improvements m finesse of diagnosis have added 
mts with improved survival prospects Before long- 
i anticoagulant therapy was introduced there were 
V studies on prognosis, and to neglect them would be 
Dbbish ’ (Biorck 1960) 

e begm by renewing the more important of these 
w-up studies to reveal the factors on which prognosis 

Med-cs: Un.vemrr Coll;®: Ho^p t_l. 


depends VTe are nol,ronrepieci with the \exed problem 
of imm ediate mortahtsTnme acute phase (Moms et al 
1952), but mth the survival prospects of those who have 
recovered from a single recogmsed acute infarcnon 
Though we shall mention some studies which deal with 
first or subsequent infarctions, and some which include 
angina, these are mainls used to provide supporting data 
on certam aspects 

\Yider appreaadon of the methods of calculating 
life-tables has compelled the discarding of manv older 
studies where sums’al was estimated on patients who had 
died, and the recalculanon of others such as the data of 
Sigler (1951) who tabulated the dead ana hving separ¬ 
ately Other papers w ere discarded because of madequate 
information on impwrtant influences such as age 

Factors Inflnencmg Prognosis 

The more important studies on prognosis are sum¬ 
marised m tables la, ib, and ic, and are illustrated m 
figs 1 and 2 The studies on msocardial infarction total 
5398 patients, whale the senes mcluding angma adds 
another 8639 lYhile fit e-year survival tends to cluster 
roimd 63-70°oj it ‘ttill be shown that sumval is much 
better in vounger patients who base made a good 
recovery and worsens with mcreasmg age in those with 
extensive lesions, and with complicatmg condinons like 
hvpertension and diabetes 
Age orA Sex 

There is a striking difiereace between sumval prospects m 
Waldron and Constable’s (IO 50 ) senes and those of Eckerstrom 
(1951) the ai erage age m the former was 515 but the average 
age (66 7) of the latter senes was obviouslv weighted bv a 
substantial number m the eighth decade or over Inspection 
of table I shows a general trend to higher five-year mortalitv 


TABI.E la—FPOGXOSIS AFTES SURVIVAL FROM THE FIRST MYOCARDIAL rSF-OICnOS 
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TABLE Ib—^PROGSOSIS AFTER SCRVIVAL FROM FIRST OR SCBSEQUEXT IKFARCnON 
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TABLE II—CAUSES OF DEATH 


Author 

Total 

deaths 

in 

senes 

Causes of death—as percentage of 
total in each scries 
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baum (1941) 
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20 
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Bjbrck ct al (1958) 
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82 
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11 
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26 
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• Tlus figure applies to cases described as ' coronary insufficiency ** 
t This figure applies to all cases of coronary heart-disease without evidence 
of acute infarction 


These studies show that the chances of ^utvivaI 
following acute infarction can be assessed by considera¬ 
tion of age, seXj economic status, seventy of the attack 
and degree of recovery, and comphcating diabetes or 
hypertension The shghtest degree of unintentional bias 
in the selection of patients for treatment and control 
groups could profoundly influence the results 

Anticoagulant Treatment 

The use of dicoumarol and phcmndione in the treat¬ 
ment of acute myocardial infarction has been followed by 
a significantly lower mortahty durmg the acute phase 
Wright ct al (1948) reported the results of the American 
Heart Association’s trial which showed a 24% mortahty 
in the control senes compared with a 15% mortahty in 
the treated In pauents under 60 tlie crude death-rates 
were the same in both groups, but there was less non- 
fatal thromboembohsm in the treated patients They 
accordingly advocated the use of anticoagulants in the 
acute phase, especially in patients aged 60 and over 
Feldman et al (1952) studied 189 patients, and did not 
find that mortahty was reduced, or that thromboemboh 
were less frequent m a senes of treated and control 
patients matched for age, sex, and cardiovascular status 
The work of Gilchrist and odiers in this country (Gil¬ 
christ and Tulloch 1956) has estabhshed a place for 
anticoagulant treatment m the acute phase, particularly 
to reduce thrombosis on the venous side, and subsequent 
emboh in the pulmonary and systemic circulations That 
these are the effects of anucoagulants is postulated by 
Bjerkelund (1957), but he cautiously states that “ one is 
Inrdlj justified in concluding that tins form of treatment 
also pre\ ents arterial thrombosis, including coronary 
thrombosis itself, vhich in many respects is thought to be 
of a different nature and related to otlier pathogencuc 
factors ” 

The claims of improvement in prognosis from acute- 
phase treatment have led to vvadespread interest m long¬ 
term treatment, but, in the absence of critical and 
controlled work, it is difficult to define the place of anti¬ 
coagulants m prev anting mj ocardial infarction Gilchnst 
(1P60) admits that in our present experience, and in the 
absence of all the desirable evidence, the case for long¬ 
term anticoagulant therapj amongst those with permanent 
mvocardial damage is “ not proven ”, tliough the evidence 
in favour is verv suggesuve Writing before the Medical 
Research Counal (M R C ) (1P5P) report was pubhshed, 
Jordan and Punt (1P58) suggested that “ a study of the 


pubhcations shows that—although the results are generally I 
described as favourable—it is exceedmgly difficult to usef 
the figures given as a basis for a defimte conclusion ’’ 
regardmg this therapy ” ‘ 

Control Series ; 

We have shown that the prognosis for surviv'al after ^ 
recovery from myocardial mfarcuon is influenced by '' 
many factors affecting the results of any trial unless 
critically matched m control and treated groups Some- r" 
times pubhshed results appear convincing until the | 
control group is analysed Bjerkelund (1957) and the 
M R C (1959) studied patients who were matched' 
accurately, but most other papers are less rehable ^ 


Lack of an Adequate Control Group II 

Keyes et al (1956) showed that mortahty of their s 
treated patients was 8 4% in four years compared with ‘‘ 
41% m the same period in the untreated with first - 
infarctions No facts are given about the age, sex, or C 
lustory of eitiier the control or treated group, the former S* 
being two-and-a-half times as large as the group of 71 ^ 
trated patients, suggesting some selection 
Tulloch and Wright (1954) studied a very small group 
(32 patients after the late phase of myocardial mfarction) b 
with a fifteen-month mortahty of 6 2%, but they gave^ao t 
facts about their patients, and so it is impossible to assess h 
the results, and, in any case, this mortahty does not differ fl 
sigmficantly from the upper range of large untreated f) 
series (fig 8) *?■ 

Ensor and Peters (1959) used a “pseudo-control" 1 
group —1 e, a group of patients who had had anticoagu- ti 
lants for some time but who had discontmued treatment 
The only fact given about the patients is the seventy of th« U 
myocardial mfarction m the treated group, but these li! 
authors are cauuous m their claims os they only report 
a 79% five-year survival m treated patients against 
70 7% in the “ pseudo-controls ” ' 

Nichol et al (1958) studied the effect of anticoagulant ^ 

treatment m patients with impending infarction, or U ' ■ 

t't 



Fig 8—Treated series compared with untreated > A 

The general prognosis derived from fig 1 lies between the tla^ \ t 
lines The survival of treated patients (continuous lines) is sho^ 
using survival table data or percentage survival at the end of a* v' 
average length of treatment The treated senes from above do»* 
arc (1) Tandovvskj (1959), (2) Muri (1956), (3) Ensor and Pdt^ ( 
(1959), (4) Suzman (1959), (5) Odegaard (1958), (6) Tulloch tA 
Wright (1954), (7) Bjerkelund* (1957), (8) Waaler + .il 

(9) Nichol ct al (1958), and (10) Nichol and Both (1950) !;, 

controls (dot-dash lines) from abov e down ate those of Nichol r* ^ ' 
(1958), Bjerkelund (1957), and Suzman (1959) While the trcl^ v 
senes tends slightlj into the upper range of survival, the coBtrO»i^ 
fare worse than usual ' ' 

* Bated on total deaths t Includes patients with anjdni 

■ft 
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With one or two previous infarctions They used 
controls, however, patients from their records who 
been prewously followed up without any treatment 
ney also named a group of pauents who abandoned 
;:-term treatment It is significant to note that 14% 
the deaths m this group occurred wnthm one month 
stoppmg anticoagulants But none of the groups 
V. matched and the average penod of follow-up 
■ f' m each Their treated patients showed an 88% 
vivdl after an average penod of 1 87 years, well withm 
. -'ns of past expenence (fig 8) 

Suzman et al (1955) present formidable figures to 
^ that pauents on long-term treatment do better than 
treated durmg the acute phase only Although this 
' a careful study, the chief drawback to their results is 
“ the final deasion for long-term treatment was left 
the panent ” Economic factors obviously entered mto 
sdecuon, and the results of treatment were a five-year 
V vul of 76 1% agamst 45 6% m the untreated cases 
uzman (1959) has kmdly allowed us to see his impub- 
- figures which show that recurrent infarcuon 
■ccurred only shghtly less often (34 7% agamst 43 2%), 
its mortahty was less (40 5% agamst 74 8%) m long- 
treatment pauents than m the short-term group 
1 results, however, must be seen agamst the back¬ 
ground of the selecuon of pauents and the age-distribuuon 
of the groups, 31% of the pauents m the short-term 
^oup were over 70, compared with only 20% m the 
-term group 

Tandowsky (1959) does not menuon his pauents’ 
'status, except to descnbe the 70 controls as “ a like 
^oup ” m whom the mortahtj (53%) was four times that 
^of the treated (13%), the average durauon of treatment 
!vas three years and five months 

'■Jse of Retrospectwe Studies to Provide Control Groups 
^ Some papers which have given encouragmg figures for 
survival m pauents treated with long-term anucoagulants 
wvv. not had a concurrent control series Some writers 
Jilave compared a senes of pauents treated m one coimtry 
a senes reported m a different country some years 
lefore. Thus, Mun (1956) who had a 7 5% mortahty 
^ an average exposure to nsk of twenty-one months 
*ose of Parker et al (1946) 
mcluded m the total series of Block et al 
I )j both reporung an excepuonally high (19 and 16% 
first-year mortahty Waaler (1957) who 
^ three-year mortahty, also used as controls 
e data of Block which are seen to be much worse than 
^h^e of Sigler or Seim (table ic) 

)f 6^ (1957) compared their mortahty 

® sixteen-month average, with those “ so far 
t embr (1958), who had an 11 6% mortahty 

le f months, used as controls pauents who had 
nd^ ° owed up after myocardial infarcuon m the same 
hospital durmg the seven years before long- 
' ®6ries had a 33% two-year 

'!^hion ? Toohey did not menUon either age or sex 

1® HOI ^®®y 1° accept the 
tft’^^ontrnl results are “ stausucally significant ” His 
^ IViav h ^ much higher mortahty than usual, 

atferp r,^ ^ ®Sed group, and his treated pauents 

° matched with the controls m any way 

to Treated Group and Follow-up Care 
>=*i treatment to those who could cooperate 


The former achiev'ed 6 1% mortahty m sixteen months 
while the latter had a 9 9% mortahty between one and 
thirty-eight months of observauon, results which he 
withm upper range of life expectauon as shown m fig 1 
The stril^g five-year survival, 83%, which Moms et al 
(1952) reported m medical pracuuoners, demonstrates 
the part played by mtelhgence, soaal status, and careful 
follow-up m survival after my ocardial infarcuon Constant 
supervision is certam to ensure earher treatment of 
symptoms which may arise, and this is the only way m 
which the control group of pauents m Bjerkelund’s 
(1957) admirable study differed from the treated group 
The latter were seen every one to three weeks agamst the 
three to four monthly mtervals between the visits of 
control pauents 

Results of Treatment 

Although many reports have an iriadequate control 
senes, they give valuable facts about survival m the 
treated pauents 
Survival of Patients 

Many of the earher papers mcluded a few pauents with 
myocardial infarcuon, and a larger series treated with 
long-term anucoagulants for thromboembohc disease, 
and so are not sausfactory for survival data Tulloch and 
Wnght’s (1954) and Muri’s (1956) figures have already 
been discussed Nichol and Borg (1950) treated 78 
pauents for an average of fifteen months and reported a 
15 3% mortahty, which is less good than the average 
(fig 8) 0degaard (1958) treated 117 pauents, of mean 
age 58 9 for a total of 343 pauent-years, and foimd a 
mortahty-rate of 4 87% per year—a httle belter than 
average but not outside the range of untreated pauents 
There was a 10% mortahty m 735 patients with one 
infarcuon, studied for an average of twenty months by 
Nichol et al (1958) they also reported an overall mor¬ 
tahty rate of 12% m 1091 pauents with impendmg one 
or two mfarcuons, studied for an average of 22 4 months 
Both these figures are withm “ untreated ” expectauon 
Manchester (1957) expresses his results as the fatahty, 
and number of recurrent mfarcuons per 100 pauent- 
years, these figures were 0 56 and 2 73 respecuvely A 
survival table cannot be made from his data He had twice 
as many pauents with heart-failure requirmg digitahs 
(33%) m his control group as m his treated group 
(15 6%) The five-year survival of 76% m Suzman’s 
(1959) treated pauents may well reflect the better soaal 
status of his pauents 

The chief mterest m the reports of Bjerkelund (1957) and 
the M R C (1959) IS the difference which is shown between 
the control and treated pauents durmg the early months of 
long-term treatment Bjerkelund (1957) stated that the 
“ force of mortahty ” seemed to be largest imuaUy m the 
control group, and that the treated pauents—but only those 
under 60—did not show this miual excess mortahty It 
is noteworthy that m both Bjerkelund’s and the M R C 
senes, most of the excess deaths m the controls took place 
m the first three months after mfarcuon Bjerkelund 
reported no stausucal difference between the “ force of 
mortahty ” m the treated and control group at any age, a 
year and more after mfarcuon (see figs 5 and 6 of his 
monograph) The M R C trial showed a similar trend, 
and although 19 of the 28 deaths m the low-dosage group 
occurred m the first six months compared with only 9 
of the 17 deaths m the high-dosage group “ the difference 
m the death rate was appreaable only durmg the first 
three months of the follow-up period ” These results 


I 
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are best demonstrated by the death-rates per 100 man- 
months of e\posurc durmg the first year 
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While both these rehable reports show similar results, 
tlic efficacy of anticoagulant drugs was only transient 
Suzman (1959) and Manchester (1957), however, report 
sustained improvement of prognosis, and so these four 
important protagonists are far from agreement on the 
reasons for tlicir advocacy of long-term treatment 
No reported series shows that anticoagulant treatment 
m any way affects the pattern of an mcreasmg mortahty 
with age, or benefits older patients This is thorougWy 
borne out by Bjerkelund’s (1957) results with his older 
(over 60) patients, whom treatment did not benefit 
Similarly, the difference between the low-dosago and 
high-dosagc groups of men aged 55 and over was less 
marked tlian that in men under 55, which itself did not 
reach the 5% level of significance (MRC 1959) 
These results, and those which have been given above, 
show that It IS probably only m the acute and healing 
phases of myocardial infarction that anticoagulant treat¬ 
ment may be effective in increasing survival, but even this 
IS not yet statistically proven Long-term anticoagulant 
prophylaMS beyond about two months after infarction 
cannot yet be )ustificd by adequate evidence 
In small numbers of patients—and we must count the 
MRC and B)erkclund senes as small—there are obvi¬ 
ously possibihtics of great vanabihty indicated by 
“ highly sigmficant ” results diminishing with the 
passage of time to statistical “ msigmficance ” in both 
senes That chance could readily operate to account for 
the results is borne out by the recent work of MacMiUnn 
et al (1960) In a stausucally randomised scries of 27 
treated and 23 untreated patients, they had 8 deaths m 
the treated as agamst none in the untreated “ controls ” 
Recurrence of Infarction During Treatment 

The difficulties of estabhshmg this diagnosis have 
already been mentioned, and the papers which report the 
results of treatment arc not precise in defimng the criteria 
for a recurrence Bjcrkelund (1957) alone classifies his 
patients into those with defimte, very probable, and 
probable recurrences, and he points out that the diagnosis 
could not be cstabhshed with equal certainty in all cases 
However, the diagnosis of lus recorded instances was 
definite in 63 5% of treated, and m 76% of untreated 
patients He is careful to state that cases of sudden dcatli 
were only included as recurrent infarcts if definite signs 
of a fresh infarct were found post mortem Thus, his 
criteria differ from those of the MRC report (1959) m 
wluch all cases of sudden death were attributed to recur¬ 


rent infarction Manchester (1957) does not mention li; 
criteria for rccogmsing a recurrence These divcrgtato 
explam the varymg results of table iii, where the incidtoa t 
and mortahty of recurrences m treated patients are shoih i 
The apparent tendency towards a lower rate of reinfarcu* 
in the treated patients is open to critical doubt on ‘ 
account of the above difficulties of controls and diagnoiu. ^ 

Certam facts must be emphasised wluch arise fiom • 
this study of remfarction B)erkelund (1957) makei i; 
thorough study of the “ force of recurrence ” in hii; 
control group and shows a defimte “ excess of recu> _ 
rences ” in those under 60 during the first six month!— 
but shows that this is not sigmficant m the patients more i 
than 60 years old Moreover, after twelve months be 
can find no statistical difference between the “ force of j 
recurrence m tlie treated and control groups, and l« • 
finds that anticoagulant therapy has not given much i 
protection to those with a high “ force of recurrence i 
1 e, those with a previous recurrent infarction He claim! | 
tliat during the observation period two-fifths of the | 
recurrent infarctions and at least half of the deaths due to 
recurrences were prevented by dicoumarol treatment 
His most sigmficant differences, however, were cither jl 
the first month of observation (i e, near tiie acute ph^ie) i 
or in patients over 70 ' 

The MRC (1959) data on recurrent infarction differ | 
from those of B)erkclund in suggestmg that a dispanty m ( 
infarct-rate between high-dose and low-dose pauenU | 
contmues into the second year of follow-up Although 
there were fewer cases of recurrent infarction among the. 
treated, 17 out of 24 died from their recurrence, agamit t 
29 out of 60 in the low-dose group 

A reduced incidence of recurrent infarction m treated '> 
pauents was also reported by Manchester (1957) and ha J 
results appear to be formidable evidence, but he did not J 
give details of the patients studied, nor any criteria to j 
the diagnosis of a recurrence A large number (157) of jj 
his patients abandoned treatment, and these may havt ^ 
weighted survival in those continmng treatment toward! j 
a better prognosis, with fewer recurrences, as the M R C ;i 
report suggests 

Suzman (table iii) also found a shghtly lower rate of. 
remfarction in his long-term treated patients, cspeaaUf c 
m those whose previous infarction had been severe ^ 
However, the mortahty of recurrent infarction was higher , 
in the control group (49 4% against 27 6%) It is note , 
worthy that the mortahty in Suzman’s “ treated ” recur j 
rences was about half that m tlic M R C senes where it n 
was remarkably high (75%) Bjerkclund (1957) fot®® S 
that pauents with a mild previous mfarcuon had f 
recurrences, whereas Suzman (table ill) found the revet!* » 
Recommendauon of long-term anucoagulants is thm 
based on widely divergent findmgs 


TABLE in—RECURRENT INFARCTION IN TRIALS OF TREATMENT 



Period of 
study 
(>can) 


Recurrence of infarction 


: Incidence (‘'o) Mortality (%) | Incidence ('’o) 


20 
22 (a) 

U 2 

10 75 (6) 
12 3 
34 5 
318 


(a) Includes cases clasiified os definite, \ery probable, and probable myocardial infarction 

(b) Includes cases described as \entricular HbriUation or cardiac arrest (i c , sudden death) 
(0 Refen to scscrit) of first attack of infarction 
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It has alreadv been shown that manv patients are able 
• return to work, and to stay at work after recorerv 
mjocardial infarction without long-term treatmenL 
IS disappomtmgj therefore, that Bjerkelund (1957) 
that onlv shghtlv more treated than control patients 
-i to work. The small difference bera een the two 
ayj, probabh depended upon more elderh patients 
.iiuug the controls Bjerkelimd states that the “ differ- 
hardlv gives reason to behe\ e that the treatment has 
iJIuijiced the patient’s abihti to work ” The M R C 
1959) found that there were shghtli more men at work 
’I the treated group (83°o agamst 71°o)3 but the propor- 
without dyspnoea was the same (66% and 67°o) This 
s the more remarkable as the 31 of the “ untreated ” 
had had an additional recurrent infarction 
Mun (1956) reported that 79% of treated patients were 
work, a figure m agreement with the 2^1 Jl C treated 
and untreated groups, and thus hardls to be claimed as a 
prapjunc success 

A panends return to work will m part be determined 
by his symptoms A common symptom which can limit 
1ir>- to work is cardiac pam, which has been reported 
be less frequent m patients treated wath anticoagulants 
We wish, however, to repeat Bjerkelund’s (1957) state- 
nient that “ cases of angma pectoris often hat e spontane- 
/u.. fluctuations, and this makes assessment of prophvlacnc 
rJierapy very difficult ” 

Manchester (1957) found that 3S of 74 treated panents had 
-ess cardiac pain, compared with onlv 20 of 72 control panents 
similar figures were given bv Tandowskv (195'^) for the abate- 
nent of coronary insuffiaencv, and Waaler (1957) found that 
‘8% of his senes of treated panents with angina pectoris 
vcxc wnollv reheved, and 12% were partiallv reheved of pain. 
The ALR.C (1959) reported that the absence of anginal pam 
^^iiggested a slight supcnontv among the treated (64® o against 
■"’%) over three years of studv Bjerkelund (1957) menoilously 
ubdivided his panents accordmg to their grade of cardiac 
-m, but was not convmced that dicoumarol had any 
^ definite ” prophvlacnc eSect against this svmptom. 
\ThTOjrioarbd’tsm 


The prevention of venous thromboembohsm after the 
_ mnal acute phase does not receive much prominence m 
^my report, and it is evident that it is not verv importani 
Jimcally after the acute phase, though when it is recog- 
..used, the mortahtv is high 

(1957) reported 35 cases (17 5%) of whom le 
45 (®(|) died m his untreated group, against offiv 5 S®o witl 
14 2°o mortahtv m his treated panents Bjerkelund (1957] 
■-•^ound estracardiac thromboemboh m only 2 of his contro. 
i jroup, and m none of his treated group Suzman (1959] 
,ound thromboembolism three times more frequentlv m hn 
Jtt'mtreated panents Only 1 case is mennoned with a fata 
•< embolus m the ALR.C low-dosage group It seem 

, 7 tnat panents on anncoagulants are protected from venom 

tomboembohsm (Sevitt and Gallagher 1950) 

Oiere is adequate postmortem evidence, however, tha 
»ronary artenal thrombosis can, and frequentlv does 
ievelop m panents under expert anncoagiilant control 
-^resh coronarv-artery thrombosis was found at necropsy 
^^n 58°(, of Bjerkelund’s untreated panents, and, pos 
^ ° treated panents Capea and Ley 

9d 9) were not impressed by any dimmunon of thrombu 
,ormanon m treated panents who came to necropsy 
^ni.cano7u/or Treatmert 

Two different opmions are held about choice of panent 
duranon of, treatment Nichol and Basse 
47) deaded to use anncoagulants for panents witi 


recurrent mfarcnon Wnghtetal (1954) and Suzman etal 
(1955) also reported that this type of panent might benefit 
from treatment The ALR C (1959) fbimd that a lowermg 
of the infarcnon-rate appeared most death m those m 
whom the risk of recurrent mfarcnon was high, m i ounger 
males, and m those with more than one infarct On the 
other hand, Bjerkelund’s results mdicated that there was 
no benefit from treatment m panents who had had more 
than one infarct he would recommend treatmg allj or a 
large number of, panents for six months or a year, but 
not thereafter The AI R C report, how e\ er, recommends 
that “ contmuous ” treatment should be gi\ en as this 
can make a useful if hmited, contnbunon m the aftercare 
of panents who have recovered from the acute phase of 
mv ocardial mfarcnon, m spite of their own evndence that 
the regime is of httle value after six months 

Discussion 

At the beginning of this paper, we showed that panents 
who survnve the acute phase of a mv ocardial mfarcnon 
have a five-vear survival-rate of about 66°(, This figure 
has vaned accordmg to the tvpe of panent who has been 
followed up, rangmg from above 80% m the doctors 
studied bv Moms et al (1952) to 30°o m Eckerstrom’s 
(1951) elderly panents We have mennoned the remark¬ 
ably good fiv e-year survival figures for panents who make 
a complete clmical recovery, or w ho are j oimg at the time 
of their mfarcnon All this evndence shows that mvo- 
cardial mfarcnon mav often be followed bv long survival 
The vanous fanors which affect prognosis have been 
documented m order to giv e a background of expenence 
against which the results of long-term prophylaxis may 
be reviewed 

In studymg the pubhshed reports on anncoagulant 
prophylaxis, we have become cnncal of the controls, 
who hav e often been at, or below, the lower extreme of 
prognosis found m untreated panents, while the treated 
fare no better than those m the upper range of survival 
prospect (fig 8) The careful smdies of Bjerkelund 
(1957) and of the M.R C (1959) have been a constant 
source of valuable data, but there is surpnsmglv little 
work of similar cahbre m other smdies 

Despite manv claims, the evidence that long-term 
anncoagulants prevent recurrence, or reduce mortahtv, 
after the acute phase of mfarcnon is snll inadequate 
Most of the benefits reported bv Bjerkelund and by the 
M C workmg party occurred m the first few months 
—1 e, while panents were snll recovermg fium the acute 
event If the acnon of the drugs is to prevent arterial 
thrombosis, there is no reason wh} this prophvlacnc 
acnon should cease after a few months, and it mav weU 
be that the early benefits reported m the Bjerkelund and 
MJl C senes are m fact related m some wav to the early 
heahng phase of the actual mfarcnon Another possibihtv 
is of harm to the controls from sudden termmanon of 
acute-phase treatment. 

It seems possible that most of the benefits which hav e 
been reported m the acute phase of mfarcnon are related 
to the efficacy of the drug m lirmtmg venous thrombosis 
and prevennng pulmonary embohsm, most reports are 
consistent m this respect. The recent smdies bv Sevitt 
and Gallagher (1959) on prophylaxis of venous thrombosis 
with phenmdione m panents with fracnired femora are 
most encouragmg The apparent failure of the same 
measures to prevent coronary occlusion is all the more 
disappomtmg Annprothrombm drugs have also failed 
m cerebrovascular occlusive disease (Alarshall and Shaw 
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1960)j and in occlusive arterial disease of the legs (Smger 
and Rob 1960) 

Venous and arterial thromboses probably differ con¬ 
siderably in their pathogenesis Venous thrombosis is 
undoubtedly promoted by stagnation in vems of the calf, 
often subjected to prolonged mechamcal pressure in bed 
m debihtated patients Arterial thrombosiSj on the 
other hand, is based on underl 3 Tng disease of the artenal 
wall—atheromatous plaques and ulcers, which can hberate 
local tissue thromboplastms into the blood-stream, which 
m turn may be retarded by upstream narrowmg of the 
vessel Ischsemia and myocardial infarction have been 
reported m pauents tvith h^mophiha (Boivm 1954, 
Borchgrevink 1959, Stewart and Acheson 1957) The 
development of arterial occlusions m these patients 
reinforces the importance of, local release of thrombo- 
plastm from the damaged intima as a cruaal event m 
the changes leadmg to thrombosis, even of hsemophihc 
blood (Astrup et al 1959) Mural thrombi over infarcts 
form with almost equal frequency in patients on anti¬ 
coagulants as compared with controls (Gilchrist and 
Tulloch 1956) Such observations raise serious doubts 
on the usefulness of anticoagulants m preventing local 
thrombosis on damaged arterial mtima 

Any problematic benefit from anticoagulants m the 
prevention of thrombosis should be weighed agamst the 
considerable risk of hiemorrhage mentioned m most 
reports Lethal cerebral hasmorrhage occurred m 4 out 
of 118 pauents m Bjerkelund’s (1957) series, 2, and 
possibly 3, fatahues were also recorded from Newcastle 
(Fuller 1959) Quite apart from the risk of cerebral and 
other fatal hxmorrhages, morbidity can result from 
serious bleeding from anucoagulant treatment Anu- 
coagulants may not avert artenal occlusion, and there is 
a real, and probably mcreased, risk of thrombosis m the 
period immediately after the drugs are stopped Vanous 
reports have suggested that sudden cessauon of anu- 
prothrombm drugs may be followed by artenal occlusion 
withm a short ume (Nichol et al 1958), 20 such mstances 
arc documented by Dmon and Vander Veer (1960) It 
IS not impossible that this comphcauon may have been 
responsible for the early high mortahtj-, so near the end 
of acute-phase treatment, m both the M R C and the 
Bjerkelund control pauents Hence, when anucoagulants 
have been used in the acute phase of myocardial infarc- 
uon, thar administrauon should be tapered off over a 
period of three to four weeks 

Fmally, it is well to remember that factors other than 
thrombosis also play a part in the producuon of myo¬ 
cardial infarcuon Among them are thickenmg of the 
adieromatous plaques themselves, submumal haimorrhage 
(Paterson 1936, Paterson et al 1957), and sudden falls of 
blood-pressure reducmg perfusion of cnucallj narrowed 
coronarv vessels Furthermore, recurrent thrombosis 
ma> be responsible for a httlc more than half the ulumate 
death-rate m pauents who have recovered from a cardiac 


infarcuon 


Summary 


The survival of pauents after recovery from myocardial 
infarcuon, and the faaors which influence prognosis, 
hav c been studied from reported scries 


There is broad agreement m the pubhshed data, 
totalhng over 5000 pauents (table la and ib), that the 
prospect of fivc-vear survival m cases under 60 ranges 
round 66%, being worse wnth mcreasmg age and comph- 
cauons, and better wath impronng social circumstances 
and completeness of recoverv 


Long-term anucoagulant prophylaxis, as carried 
today, shows no evidence of improving life 
when compared with the prognosis in this large ''' 
of “ tmtreated ” pauents 

Possible reasons for this mefficacy of long-term aia 
coagulant prophylaxis are briefly discussed agamst' 
background of contrasUng mechamsms of arterial 
venous thrombosis The possibihty should also be mi. 
sidered that some of the early high mortahty in “ controls 
may be the result of sudden cessauon of “ treatment ” 
Wc are parUcularly grateful to Dr M M Suzman and Dr » 
MacMillan for putting their unpublished data at our disposal 
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NO 2, TAIPH, TAIASAN (FORStOSA) 

Sir Leonard Rogers, in 1909, adsocated the use of a 
ivpertomc solution containing sodium chloride, calaum 
iilonde, and 0 4 g (5 4 mEq ) per htre of potassium 
Jilonde, for the treatment of cholera, but in 1Q16 he 
leaded to omit potassium from the mixture because 
‘ some physiologists consider it unnecessan and possibly 
larmful ” In 1946, Go\an and Darrow demonstrated a 
Refold reduction m mortahty from infantde diarrhoea 
when potassium vA-as added to replacement solutions used 
oarenterallA Electrolyte studies by the Umted States 
'^Tavy m the 1947 Egyptian cholera epidemic shoAA ed an 
escessiye loss of potassium m the stools, hence it was 
reco mm ended that potassium 6 7 mEq be mcluded in 
each htre of mtrayenous solution used m the treatment 
of cholera Qohnson et al 1948) Chakrat am and Chaud- 
hun, m 1954, reco mm ended giymg potassium salts, when 
the acute diarrhoea of cholera had subsided, to hasten 
comalescence, proATtimg that renal function was sans- 
'taaory Despite the abote, a recent retTew of cholera 
ierapy (Polhtzer 1957) does not menuon the use of 
Dotassium m the treatment of the acute disease 


Faical potassium concentrations \arA in\ersely wath fxcal 
\olume (Watten et al 1959) Table i shows that pauents wath 
fxcal Aolumcs m excess of 3 litres per day (125 ml per hour), 
had fxcal sodium and chloride concentrations which were 
nearh isotomc wath those of the plasma, while the potassium 
and bicarbonate concentrauons were higher than the plasma 
let els 

With amehoranon of diarrhoea and deaease m fxcal yolume, 
the potassium concentrauon inaeascd sshile the sodium 



Fig l—^Fwcal \ olume measured nt 20-rmn inters als during constant 
infusion (15 ml per min ) of normal saline (4-140 min ) and 2°, 
sodium bicarbonate (140-240 min ) 


The Study 

Durmg the 1958 cholera epidemic m Bangkok Thailand, 
eyenteen patients with proyen cholera were studied mtensit eh 
*lurmg their acute illness For the first 24 hours nothmg was 
'illowed by mouth m order to relate the fxcal changes to 
Ranges m plasma-electrolvte composition Thus, durmg the 


I JiABLE I—MEAN HOERLl E^CAL yOLCME AND ELECTPOLATE CONCENTRA- 
TION OF CHOLERA STOOLS COLLECTED OTEP 24-HOnRS 


^ \ 

Volume 
(mL per hr ) 


Electrolytes 
(mEq per 1 ) 

1 

Mean 

Range ^ 

>.3 

a 

K 

HCO, 

'1 patients with fecal 
-- volume over 125 mL 
' perhr 

340 

1 1 

' 130-730 j 

1 137 

107 1 

16 1 

452 

» pauents with fei-ra] 1 
f volume under 125 mL ■ 
per hr 

-! 

100 

i ' 

i 23-120 

1 

1 

114 

1 

89 

26^ 

43 5 


irst 24 hours, fluids were given esclusivelv by the mtravenous 
"oute. Aleanwhile balance studies were made, and afterwards 
boded eggs, nee gruel, milk, and water was given 
^,t'id libitum The fxces and urme w ere collected and measured 
™td the patient was discharged. A detaded report of 
^ mcludmg methods and procedures, has been 

b (Watten et al 1959) Whde it is impossible from 

uKe smdies to calculate balance data for more than 24 hours 
|.r fter admission, approximate potassium losses durmg the 2-4 
avs of diarrhtEa may be calculated 
^,1 Patients with severe cholera had 24-hour fxcal volumes of 
^ these patients the total yolume of diarrhosal 
.' durmg the 2-4 davs of the disease was l(}-35 htres 
hirmg the 24-hour balance penod, the mean potassium 
ontent of the fxces was 16 mEq per htre (table i), and 
^j. otassium losses m fxces and urme averaged 158 mEq , with 
range of 50-245 mEq The total fxcal and uimarv loss of 
'j' entire penod of diarrhoea vaned from 400 

700 mEq , or, for a 50 kg man, the loss was 15-30% of the 
exchangeable bodv-potassmm, assuming this value to be 
" tnEq per kg body-weight for a normal man (Edelman and 
eibman 1959) 


concentration deaeased, this is related to selects c reabsorpnon 
of sodium m exchange for potassium m the lower ileum and 
large bowel, and it has been demonstrated expenmcntallA by 
D’Agostmo et al (1953) Paralytic ileus, with abdo min al 
swelhng and cessation of diarrhoea, was often seen m pauents 
whom we studied durmg the 1958 Bangkok cholera epidermc 
This compheauon, as Wilkmson (1943) pomted out, is 
probabh responsible for the rare examples of so-called cholera 
sicca, m which death results from massive transfer of fluid 
mto the bowel lumen without diarrhoea 

Fig 1 shows 20-minute fxcal \olumes m a pauent durmg 
infusions of normal sahne and 2°o bicarbonate soluuon The 
drop m fxcal volume at 180 mmutes was probably the result 
of potassium defiaenev, because balances at that tune reiealed 
a loss of 165 mEq of potassium Fxcal yolume maeased 
after infusion of 40 mEq of potassium chloride, and then it 
remamed constant with addinonal infusions of potassium 
The sequestrauon of a large a olume of diarrhoeal fluid m the 
bowel, caused by paralvuc ileus, can be misleadmg and 
dangerous if flmd therapy is based on replacement of obsen ed 
fxcal volume alone Uuhsanon of more accurate measure¬ 
ments of dehydration, such as plasma-specific-gravity deter- 
mmanons (P hilli ps et al 1950) will prevent such errors 
Durmg our cholera smdies, alkalosis developed after treat¬ 
ment m four pauents who had been gwen only 20-80 mEq 
of potassium (replacmg about 10°o of the defiat) durmg 
treatment (table ii) The plasma-CO. content remamed abo\e 
30 mEq per htre for as long as 7 days after the diarrhoea 


TABLE n—ADSnSSION AND CONVALESCENT FLAS-ALA-CO CONTENT AND 
POTASSIUM LEVELS IN FOUR PATIENTS AATTH SEVERE CHOLERA 


Patient 

no 


2 

10 

12 

15 


' 24-hr ' 
fecal 

1 volume j 
1 (ml per 

1 hr) 

, Plasma CO content 
(mEq per L j 

plasma-water) ^ 

Pli-sma-potassium 
(mEq per I 
plasma-water) 

Interk-al 

(days) 

1 Admission ' 

i Con- 
1 valescent' 

\dmission i 

Con¬ 

valescent 

476 

1 22 2 : 

29 3 ' 



7 

235 ! 

14 0 

37 0 1 

1 48 

33 

6 

302 

11 1 

30 4 i 

' 43 

3 1 

3 

#25 1 

20 5 

333 j 

1 49 

1 

34 

7 
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rir 2—Pnticnt no 0, nO ycnr«old Tlin! womnn, 24-hour Itucnl 
volume 7700 ml 

1 he tnciiiKS were mnde (1) on admission at 12 30 I M (plnsma- 
CO, content 15 mFq per litre), (2) at 2 P M after rehydrntion with 
3 litres of normal saline, (3) at 4 30 P M after infusion of 500 ml of 
2% sodium bicarbonate solution (wlilcli raised the plasma-COj 
content to 22 mEq per litre, and (4) at 5 30 P M after infusion of 
10 mFq of potassium chloride in 1 litre of normal saline 


ceased, despite a normal diet The data were not complete 
enough to indicate the pathogenesis of alkalosis associated 
with potassium deficiency in cholera, but they do indicate that 
a moderate alkalosis developed in several patients with serious 
potassium depletion, who had been treated with adequate 
quantities of saline and bicarbonate 

Serial electrocardiograms were taken during treatment of 
thirteen patients, but only five showed definite evidence of 
potassium deficiency cither before or after the deliydration 
liad been corrected with saline Fig 2 shows tlic changes in a 
patient with severe cholera During the 5 hours before 
admission this patient passed seven watery stools, and was 
moderately dehydrated The first tracing, taken 6 hours after 
the onset of the patient's diarrhcca, showed T-wavc alterations 
m all leads T-wavc changes were less pronounced after saline 
and bicarbonate infusions, but they did not return to normal 
until potassium had been given These changes were not 
caused b> dehydration because plasma-spccific-gravity values 
were within the normal range during the infusion tlicrapy 

Discussion 

Rational treatment of cholera requires knowledge of 
the altered physiology and chemistry of this disease Such 
information has not been available until recently (Watten 
ct al 1959), and consequently therapeutic regimens 
hav c changed little since Rogers’ recommendations of 50 
years ago 1 here is universal agreement on the necessity 
for prompt replacement of water and salt, and the use of 
bicarbonate for tlie treatment of acidosis is accepted, but 
the risk of pulmonary adema from overhydration 
(Chaudhuri 1950, Chakravarti and Chaudhuri 1954) is 
emphasised far more often than the danger of insufiicient 
fluid replacement Myocardial depression caused by 
potassium depletion rather than by rapid replacement of 
fluid maj well be the important factor in the genesis of 
this comphcation Death from “ heart-failure ” during 
convalescence (Bahgh 1918) may also be due to deficit of 
potassium Moreover, adjuvants to therapy (colloid 
plasma-volume c.\pandcrs, cardiac stimulants, vaso¬ 
pressor agents, bacteriophage, antibiotics, \c) continue 
to be given emphasis out of proportion to their value, 
and they detract from what should be the main line of 
cliolcra therapy—i c , replacement of the lost water and 
electrolytes 

A lesser-known result of potassium depletion is renal 
tubular damage, vacuolisation of distal tubular cells, 
and damaec to the collecting tubules, have been reported 
(Reiman and Schwartz 1958, Holliday 1959) In a recent 
studv of patients dying in ura.mia after cholera, Benyajau 
ct al (1060) found microscopic changes in renal structure 


similar to those produced by potassiQm depletion 
Ischxmic renal damage and urtcmia due to delayed or 
inadequate fluid replacement is a frequent complication 
of cholera Damage to kidney structure and impairment 
of function produced by potassium loss may contribute 
to renal failure in these cases 

Neuromuscular disturbances are a well-known com 
plication of potassium deficiency But there is only one 
report of transient potassium-depletion paralysis following 
cholera in eleven convalescent patients, tlus prompt!) 
subsided after potnssium-ehloride infusions had been 
given (Huang and Mao 1947) Instances are known of 
“ secondary collapse ” involving weakness, muscular 
twitcliing, and tet my during convalescence from cholera 
(Dr C Bcnyajati, personal communicatipn) 

Altliough plasma-potassium levels will evcntuallj 
reflect potassium deficits, determinations made during 
the acute phase of cholera are of no value in cstablislung 
the need for potassium replacement Data from our 
studies (Watten et al 1957) indicate that plasma-potassium 
levels m aeutely dehydrated patients were within the range 
of normal when corrected for plasma-protein concentra 
non (expressed ns mEq per litre plasma-water) Further 
more, plasma-potassium values after rehydration were 
also within the range of normal These findings indicate, 
as Scribner et al (1958) concluded, that plasmn-potis 
Slum concentration is independent of the volume of the 
extracellular space 

Saline solutions have been the foundation of cholera 
treatment Table i shows that, for each litre of farces 
lost from a patient with severe cholera, a litre of approvi 
matcly isotonic saline will replace the salt lost Theoretic 
ally, each litre of replacement soluuon should also 
contain about 16 mEq of potassium and 45 mEq of 
bicarbonate to replace these electrolytes 
The amount of potassium required to replace the 
deficits in acute cholera should be sufficient to prevent 
complications without producing toxicity Ideally, mens 
ured potassium losses m urine and ficccs would he 
exactly replaced, but facilities for this arc rarely available 
in areas where cholera remains a problem, and even if j 
they were the demands on time, personnel, and the , 
laboratory during an epidemic would preclude their use ^ 
except in the exceptional patient 

It therefore seems advantageous to add a small amount 
of potassium to each bottle of replacement solution But 
the rapid infusion of 3-4 litres of n potassium-containing 
solution during the initial treatment of shock and colltps' 
might increase the plasma-potassium levels too much) 
with the danger of heart-block and other conducuot 
defects Until further information is available it 
advisable to use parenteral potassium only after the initw 
dehydration has been treated, and when maintenance ,, 
solutions arc given more slowly t 

For the treatment of potassium depletion in infanu*' 
diarrhoea, Govan and Darrow (1916) recommended > ^ 

solution containing 35 mEq of potassium per litre vvlud j 
he never gave at the rate of more than 120 ml per hou^ 

In adults, Nadlcr ct al (1950) reported no untowai 
effects in treaung the potassium depletion of diabd ,, 
acidosis and prolonged vomiting with an isotonic solunc 
of potassium chloride (155 mEq per litre) given inl^ 
vcnously at a rate of 290 ml per hour (45 mEq potassiuc ^ 
per hour) But tlicse infusion rates arc far less thnn 
have found necessary to maintain hydrauon in cliolc^ 1 
patients, and an mfusion-rate of 100 ml per minute i’ v 
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, for the rapid treatment of collapse durmg the 
1 -<1 period of rehydration 

Without electrocardiographic or laboratory control, 
wiuch IS impossible during the treatment of large numbers 
of acutely ill cholera pauents, a solunon is needed that is 
safe under a variety of conditions The addition of 


FALLACIES IN INTERPRETATION OF 
QUECKENSTEDTS TEST 

A R Taylor 
ALA., M B Abe-d , F R.C S.E 
VrraO-OG’CAL SCTGEON, FOIU. yfCTORLA rOSPITAL, BrUAST 


10 inEq (7 5 g ) of potassium chlonde to 1 htre of saline 
should satisfy this need, and durmg an epidemic this 
solution could be used -mth safeu m remote areas, et en 
■without medical supervision It ■will replace at least 
balf the minal potassium defiat m the aterage severe 
case, and it should prevent the major comphcauons of 
potassium defiaencv As long as diarrhoea contmues 
10 mEq potassium mav be aaded to each htre of mam- 
tenance solution ■with impumtv, eten when the renal 
function IS unkno^wn because potassium •will contmue 
to be lost m concentrations of 10-50 mEq per htre of 
feces CWatten et al 1959) With cessation of diarrhoea, 
if renal funcnon is not satisfactory, potassium should be 
discontmued In uncomphcated cases, 10 ml of a 
palatable mixture contaimng 100 g each of potassium 
atrate, potassium acetate, and potassium bicarbonate 
per htre of water may be diluted and given bv mouth 
three times a dav as soon as nausea and vomiting cease 

From the electrolyte data reported m this paper, and 
from knowledge of experimental and clmical potassium 
depletion, one can conclude that the recommended 
addinon of potassium should provide a more ph^vsiologi- 
cal approach to cnolera therapy, dimmish comphcanons, 
and further reduce the mor^tv-rate 

The cpiTLOss and ssssmcss ccsjintd btrcnare th«e end 

tfc-y « cot 0 be censtrued os c£a-l cs rcftcans the Ttrxs *ht i\3rj 
Departcaen* cr the Nsral Ser-’cs z* large. 


In 1916 Queckenstedt mtroduced his test for the 
detection of spinal subarachnoid obstruction He noted 
that compression of the jugular \ ems caused a “ con¬ 
gestion of the bram ’, and consequent mcrease m the 
cerebrospinal-fluid (c s F ) pressure In the presence of 
an expandmg sp inal lesion suffiaent to block the sub¬ 
arachnoid space, this mcrease is not transmitted to the 
spinal canal, and is therefore not reflected m the flma 
let el of a lumbar manometer Queckenstedt ■wrote of 
congesuoa of the bram Had this conception been 
retamed, and not replaced, as it was, bv that of mcreased 
mtrat cntnoilar pressure, later confusion nught have been 
avoided As the ongmal test was modified, and combmed 
asternal and spinal pimcture methods w ere mtroduced to 
define the site of obstruenon more preaselv, maccuraaes 
m the mterpretation of results appeared 

The first refinement was added by Aver (1021) who, 
ha^ving perfected his technique of asternal puncture, used 
It in combinanon with lumbar puncture to show a nse m 
asternal pressure without a comadent lumbar maease as 
additional evidence of spinal obstruenon. 

About 1924, at least three workers—Fremont-Smith, 
Cushing, and Eskuchen—independently described a method of 
combining ventricular with lumbar puncture to confirm 
the diagnosis of postenor-fossa obstruenon, but here condi¬ 
tions are dissimilar to those m the spmal theca, and the test 
thereby becomes less reliable 
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“ One of tne esplananons wnv people in general are 
rather well satisfied bv hving and worfcmg m these regulated 
nanonal communmes of the Western World is undoubtedlv 
that thev do not notice the controls so much, or do not react so 
violentlv, as thev are becoming accustomed to them The 
present level of taxanon m all Western countries, for instance;, 
woula have been ■unthinkable fifev or even twentv vears ago 
There is a deep truth m Albert Einstem’s ob'^ervanon that if 
there were beings who were flat and without thickness and who 
bred on the surface of a sphere, thev would have no idea of a 
1 third dimension Like domesucated animals, people gr o win g 
; up m the Western tvpe of regulated national commumties have 
^ no real concepnoa any longer of a wilder life. To the reflecting 
.-7 social saenust the adaptabflitv of the human ammal to new 
^ ^ coadinoiis will never cease to be one of r'his world’s wonders ” 


Further imprmements in detail were added. Poppen and 
Hurxthal (1Q34) pointed out that befo-e evidence of block is 
manometncallv apparent, the subarachnoid obstruction must 
develop to a degree in which the area left for fimd circulation 
IS less Than the area of cross-section of the spinal-puncmre 
needle. Stookev and Klenke (1928) placed the test on a firmer 
mathematical and me chani cal basis bv explaining the delaved 
nse and the nse maintained after remo^val of jugular com¬ 
pression. Grant and Cone (1934) apphed graduated pressures 
to the neck by a manometer cuff in steps of 5 and 10 mm Hg 
and recorded them, with successive (Ls F -pressure reaomgs, 
on a chart. This obviated the individual variants of degree and 
site of finger compression, and gave comparable records 
compfled by different observers 

Antom (1931), at the Copenhagen clinic, modified the com¬ 
bined asternal and spinal test. He postulated that, as the 
supenor caval venous pressure decreased with the inspiratorv 
expansion of the thoraac cage, and the inferior caval venous 
pressure increased with the descent of the diaphragm the 
asternal level should fall and the lumbar pressure nse ■with each 
inspiration, if a block existed between the needles Wagner 
(1947), reportmg over 800 double punctures from the same 
dime, concluded that the test for “ respiratory block ” was not 
reliable because the commumcatmg vertebral venous svstem 
equalised the pressure between the supenor and infenor caval 
svstems 

In the “ re^versed Queckenstedt test ” saline is mjected mto 
the sacral epidural space raising the pressure at that level The 
absence of a corresponding nse at a higher lumbar site sienifi^ 
subarachnoid obstruenon between the two needles 


.As a result of these combined methods, mans observers, 
mstead of thinking m terms of venous distension causmg 
mcreased pressure, thought instead of columns of gse 
movmg from one part of the cerebrospinal axis to another 
For example, Elsberg (1941) said “ The compression of 
the jugular veins causes a venous congestion wnthm the 


—GunxwMyrdm- £.{g3f#|^vity, and as a result, the expulsion of c sj Sum 

8 . 
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Fig t—Injection into the internal jugular vein of a living subject Fig 2—Injection into the jugular bulb in a cadaver with jugular 
uith both jugular veins compressed veins compressed 

Contrast medium is seen filling the vertebral venous systems of the The vertebral venous system is filled on both sides to the lotver 
same side as far as the lower cervical region cervical level 


the ventricular cavities ” This misconception of rising 
ventricular pressure was encouraged by Dandy and Black- 
fan’s (1914) theory that the rise m c s f pressure was 
caused by congestion of the choroid plexuses and mcreased 
fluid production in the ventricles Becht (1920) disproved 
this by showing that C s F pressure returned to its initial 
level within 11 seconds after release of jugular com¬ 
pression, but took 6 mmutes to return after the volume 
of c s F was mcreased by the subarachnoid mjection of 
salme 

That venous and C s F pressures move m parallel was 
shown by Weed and Flexner (1921) m dogs, the fluid 
pressure increase beanng an almost constant relationship 
of 65% to the venous Bedford (1935) confirmed this 
In looking for the explananon of apparent anomahes m 
the results of Queckenstedt’s test, attention must be 
focused on the changes attendmg mtracranial venous 
distension as such, rather than those attendmg a rismg 
c s F pressure m the ventricles, or elsewhere m the 
cramal cavity 

Evidence for Postenor-fossa Obstruction by 
Queckenstedt’s Test 

After the mtroduction of ventricular puncture, some 
workers—e g, Gardner (1928) and Smyth and Henderson 
(1938)—sought to show that, on jugular compression, 
pressure rose higher m the ventricle than in the spmal 
canal if there was obstruction m the posterior fossa 
O Connell (1943) drew attention to the fact that nsc m 
pressure, measured through a widc-bore ventncular 
needle was much more rapid than through a narrow- 
gauge spmal needle, and that pressure rises m mano¬ 
meters connected to ventncular and spinal needles 
should not be directlv compared 

To eliminate this error, recordings were made of a 
senes of combined ventricular and lumbar punctures, 
using a blunt fine-bore ventncular needle of the same 
gauge as the lumbar one Jugular, thoraac, and abdom- 


mal compression were successively performed, and 
manometer readings were recorded in the ventricle and 
spmal theca The senes observed mcluded some patients 
with normal mtracranial pressure, and others with proven 
obstruction at the tentorium and aqueduct, or at the 
foramen magnum In none of these did the ventricular 
pressure rise higher or more rapidly than the lumbar 
pressure There was apparently some mechamsm 
whereby pressure was equahsed throughout the cerebro- 
spmal axis even when the pathways were obstructed 
That this mechamsm resides in the vertebral venous 
system is seen at surgical exposure of the posterior fossa 



Fig 3—Spinal canal in the in¬ 
jected cada\er filled with dje 
to C7 


When jugular pressure is ^ 

apphed, there is a rapid , 

outflow of c s F from the 
fourth ventricle, and the i 
cerebellum is displaced 
downwards, but, m addi¬ 
tion, there is distension of i 

the whole venous bed m ’ 

the posterior fossa and m 
the visible upper region of J 

the cervical spmal canal . 

Plainly, therefore, a rise m . 

pressure caused by dis- 
tendmg this venous bed c 
will be transmitted to the , 
c s F pathways whether t 
there is obstruction at the ^ 
tentorium and fourth v'en- ' 
tricle or not Outflow of ^ 
C s F from the fourth v en- 
tncle may be impeded, but 
displacement of venous 
blood mto the cerebellar i 
and spmal veins will not k 
Obstruction m the pos- I) 
tenor fossa ma> sometimes s 
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Fig 4—Injection Into jugnlax %*cia o£ & rlictus roonkcy ell Jo^galsr veins 
tied oS 

Dtc fills the vertebral Tcnous sjvem snd escaoes to the umormiiate veins at the 
lower cemcal le^ 

Fig 5—The inoakeT's spinal cord, showing the level of venous fi lli n g 


delay the nse of fluid in a spinal manometer on jugular 
compression, but it vrill not prevent it. 

Obstruction in the Cervical Canal 
A negative Queckenstedt test m the presence of 
obstruenon m the cervical c s F pathways is less easily 
tmderstood, but has often been described 
Sjmonds and Meadows (1937) analysed seven cases of 
tumour at and below the foramen TriTigm-rm- In none was a 
complete manometne block demonstrated, although in four the 
nse or fall was described as bemg a little delaved. In the one 
case in which a satisfactory mvelogram was obtained, complete 
spmal block was demonstrated. These workers were led to 
conclude that “ the d^ree of subarachnoid block, in relanon to 
tne seventy of the clinical svmptoms, would appear to be less in 
these cases of high cervical tumour 
than It is at a lower level” It is 
more likely that the degree of sub¬ 
arachnoid block IS as great, but the 
methods of detecting it are subject 

Aisrtm and Klevntjens (1950) ^ f' 3 

described three lumbar punctures f 

performed on cases of menmgioma ^ ^ 

2 t the foramen Tn^pTinm. Two ^ ^ ^ 

showed a slow nse'’and fall of ^ » 

pressures sud one had normal re- ^ 

to jugular compression. , m 

They said “ Queckenstedds test ^ ^ 

f shows littlej a complete blorit being £ * -a 

quite escepuonal ”* ^ , 

\reinstem and \rechsler (1940) ^ 

^ desenbed a dermoid tumour m the 

foramen magnum m which the Fig 6—Mrelogr 

Queckenstedt responses were nor- Comoression of the jui 
U 12 I Congenital deformities m this spinal dural rmal and can 


region mav also cause spmal obstruction Gustaf¬ 
son and Oldberg (1940) described four lumbar 
punctures in their senes, m o pamallv blocked and 
two without evidence of block. 

List (1941) recorded five cases of platvbasia, four 
pamallv blocked and one qmte free as judged bv 
spinal manometrv In the last case the spmal cord 
was reduced bv pressure to a fibrous-lookmg band 
of small calibre 

I have observed seven cases of neurmoma or 
meninpoma between cl and c4 in wnich 
subarachnoid obstruction appeared to be com¬ 
plete at mvelography or operation, although 
Queckenstedt’s test was negative 
Experimental Evidence 
It seemed likdv that, as in the postenor 
fossa, the obstnictioa was being bvpassed by 
transmission of mcreased venous pressure 
through the vertebral plexuses Evidence in 
favour of this hvpothesis was collected from 
venous-injecaon studies m man and animals 
A catheter was inserted into the mtemal jugular 
vem of panents undergomg carond angiography 
■VTith both jugular veins occluded on the cardiac 
side of the catheter, mjecaons of contrast ma*enal 
were made. Fig 1 shows the mtracrarual venous 
distension spreadmg into the mtemal and external 
vertebral venous plexuses as low as c6-7 Injec¬ 
tions of banum and dve mto the jugular veins of 
liar veins cadavers cephalad to the pomt of venous obstruc-" 
ms El th confirmed this X-ravs showed a similar filling 

* of the vertebral venous svstem (fig 2), and the 
_ spmal canal was shown to be filled with dve as 
hoc far as c7 (fig 3) 

Similar mjecnons were made m monkeys after 
tvmg all the jugular veins X-ravs showed the fillin g of the 
vertebral veins and the escape back to the innominate v eins and 
the heart (fig 4) The cord and dura preparation shows that 
the vertebral venous plexus fillin g extended, as m the human 
subjects, to the level of tne lower cemcal spmal canal (fig 5) 
Provided, therefore, that a cemcal spmal tumour does 
not obstruct the extradural as w ell as the intradural spmal 
veins, jugular compression will cause distension of the 
vertebral venous plexus as low as c6-7, with compression 
of the theca below the obstruction and a nse m pressure 
at the lumbar manometer This nse may not be as great 
as that normally produced bv this distension plus the 
c s j displaced from withm the skuU to the spmal canal 
and thence to the manometer, but it may be suffiaent to 
deceive even an expenenced observer (And m the event. 








Fig 6—Vlj^ography m a patient with spmal ohstrurtion at the d leveL 
Compression of the jnsular veins causes distension of the estraanral veins, v-h.cn narrows the 
spinal dural canal and causes the oil column to move cenhalad. 
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most lumbar punctures are delegated to the mexperi- 
enced ) This conception is very important for the under- 
standmg of c S F mechamcsj because many theories 
about spinal pressures m Queckenstedt’s test have been 
based on the elasaaty or otherwise of the dura, which 
was presumed to be expanded by the increase of C s F, 
volume within If the theca is compressed from without 
m the presence of cervical spinal obstrucdonj it clearly 
does not matter whether the dura possesses elastic pro¬ 
perties or not If pressure changes are transmitted past 
a spinal obstrucDon by extradural venous distension, 
myelography in such a case should show the oil column 
narrowing and movmg cephalad on jugular compression 
Fig 6 shows that this does in fact occur 
Discussion 

The elaborations of Queckenstedt’s test by combmed 
puncture methods led to attention being concentrated 
on changing c s F pressures rather than changmg venous 
pressures The realisation that c s F and venous pressures 
move in parallel did not help, because observers came to 
think in terms of mcreased ventricular pressure bemg 
transmitted via the aqueduct to the cisterna magna and 
the spinal canal in one continuous wave, with obstruction 
at any point halting the wave As a result, it has been 
suggested at different times that Queckenstedt’s test 
could help in the diagnosis of aqueduct stenosis, acoustic 
neurinoma, foramen-magnum tumour, or obstruction of 
a ventriculocisternal (Torkildsen’s) tube The above 
experiments have shown that it will do none of these 
things Nor is it a rehable test for cervical spinal obstruc¬ 
tion above the level c5-6, unless the extradural as well as 
the intradural vertebral vems are completely obstructed 
by the agent compressing the spmal cord A negative 
Queckenstedt’s test should not, ^erefore, be allowed to 
cloud chmeal judgment m patients showing evidence of 
cervical spinal-cord compression above this level 
Summary 

The modificauons of Queckenstedt’s test are reviewed 

Combined cisternal and spmal puncture methods 
tended to obscure the importance of venous distension 
as the primary cause of nsmg cerebrospinal-flmd 
pressures, as indicated by manometers 

Chmeal and experimental evidence shows that Quecken¬ 
stedt’s test IS unrehable in detectmg obstruction of the 
cerebrospmal-fluid pathways above the c6 level 

Acknowledgment is made to Dr W H T Shepherd, of the 
Roval Victoria Hospital, Belfast, and to Dr Robert Safflej, of the 
Baneour Hospital, Edinburgh, for their help with the X-ra> studies, 
to tlie department of microbiologj of the Queens Unuersit> of 
Belfast, where the animal experiments were done, and to Mr R G 
Wood for the photographs 
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ANTICONVULSANTS AS A FACTOR IN 
MEGALOBLASTIC ANiEMIA IN PREGNANCY 
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There have been many reports of megaloblastic anaimia 
mduced by anticonvulsant drugs—an association first 
described by Badenoch in 1954 The relevant literature 
IS well summarised by Hawkins and Meyncll (1958) 
This anaimia has followed the admimstration of pheno- 
barbitone and phenytoin, and also primidone In 1956, 
Girdwood and Lenman drew attention to the similantj' 
m chemical structure between fohe acid and these 
compounds They suggested that these drugs interfered 
with fohc-acid metabohsm This was confirmed to some 
extent by Chanarm et al (1958) who studied a patient m 
whom megaloblastic anmmia developed after primidone 
therapy They found that both the absorption and storage 
of fohe acid m the tissues were normal and concluded 
that interference with tissue metabohsm rather than 
deficiency of fohe acid was the cause of the anxmia 
Recently a similar condition was described in a case 
treated with phenobarbitone (Chanarm et al 1960) 
Hawkins and Meynell (1958) investigated the incidence 
of macrocytic anmmia m large numbers of epilepucs who 
were being maintained vvitli these drugs, and found that 
this comphcation was rare Macrocytosis was common, 
however, in these patients, and 45% of those receiving 
phenobarbitone and phenytoin showed tins feamre This 
macrocytosis could be corrected with fohe acid 
Megabloblastic anamna m pregnancy is now being 
rccogmsed more often, and many reports have been 
analysed by Chanarm et al (1959) In the same paper, 
these workers produced evidence of a fohc-acid deficiency 
m two-thirds of those nearmg the end of their pregnancy, 
and m all patients with twm pregnancy All pregnant 
patients with megaloblasuc anmmia were found to have 
a still greater deficiency of fohe acid 

Consideration of all these reports suggests tliat megalo¬ 
blastic anmmia is more hkely to develop when anticon¬ 
vulsants are used m pregnancy Possible interference 
with folic-acid metabohsm by these drugs is likely to 
mcrease the effect of the relative fohc-acid deficiency 
which may occur in pregnancy Though Dimsdile 
(1959) drew attention to the danger of drug-induced 
megaloblastic anmrma m epilepucs during pregnancy, no 
report of this compheauon has yet been found 

In a recent survey of 100 cases of megaloblasuc anxmn 
m pregnancy seen at the Rotunda Hospital (Gatenby 
and Lilhc 1960), it was noted that 3 of the cases were 
epilepucs receiving anuconvulsants The incidence of 
epilepsy in the general attendance at this hospital js 
approximately 1 in 400, so that the incidence of 3% 


TABLE I—ANTICONVULSANTS AND MEGALOBLASTIC AtilVMlA IN 
PREGNANCY 


Aniicon\’ulsant drugs 

Number of 
patients 

Number of 
pregnancies 

Incidence of 
mcgaloblajii 
nnxmia 

Phenobarbitone 

28 

48 

0 

Phenobarbitone and rhen^'toin 

7 i 

7 


Phenobarbitone and primidone 

1 

1 , 


Mcthoin ( Xtesontom ) 

I 

1 


No treatment 

7 ! 

13 j 

1 

Total 

44 j 

70 j 

5 


• 1 unconfirmed 
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U 531 . the cases of megaloblastic anaimia suggested a 
relationship 

The records of all pregnanaes m epileptics over a six- 
^ period (1953 to 1958 mclusite) tsere studied 70 
„ „ occurred in 44 epilepncs In 7 of them (13 
- ) no anncomTilsants were bemg admuais- 

vv-j because there had been no attacks for man> \ ears 
'' case of megaloblastic ansmia occurred m this group 
ine rem ainin g cases were ditided mto groups dependmg 
on the anticonvulsants used Table i shows the relative 
madence of megaloblastic anaerma There w ere no cases 
in 48 pregnanaes treated with phenobarbitone alone 
There were 4 cases (1 unconfirmed bv bone-marrow 
biopsv) out of 7 treated with phenobarbitone combmed 
with phenjTom 

In table n details are shown of the estabhshed cases 
All had severe megaloblastic anaemia which responded 


TABLE n—MEGALOSUSnC AN^VUA IN PREGNAKT EPILEPTICS 
RECEIVING PHENTTOIN 


Ca-e 

i 

-Bresnsacy , 

1 1 

i 

1 

1st Hb 
; esN-m-tioa 

Onset cf 
aa2m_a 

1 Hb at ‘ 
j onse^ 

Rcl^cuIo- 
c>te-peak 
* with 
(v.Lw acid 

A 

2 ad (no 
^ trcatmsn*- 
1 di-nng 1st) 

11 1 g psr < 
100 mL 
' at 24th "week 

6 ^ceks 
antepartum 

5 8 g per , 
100 mL 

, 12% on 
5th day 

B 

1 

* 8 1 g p€r i 
{ 100 cL 

‘at32adwe«' 

4 weeks 
antepam-m 

, •» 3 g per 
100 ml 

!•*% on 
6 Ji da> 

c 

1 6Ji 

t (pheno- 
» iL-rb tone 
j during 
, pre^ous 

1 P’^mats) 

12 n g per } 
100 ml 1 
at 2^th week.} 

i 

1 

1 ' 

2 da^*s 
antepartum 

6 , E per 
‘ 100 mL 

15% cn 
' dsj 


bnsklv to fohc aad bv mouth, 20 mg dailv, m spite of 
contmuanon of the annconvulsant treatment Case C is 
noteworthy because phenobarbitone alone had been 
administered m previous pregnanaes without the dev elop- 
ment of megaloblastic anaemia None of these cases had 
achlorhydria Cases A and B are stfll under observa¬ 
tion and nather has shown radiological evidence of 
gastrointestinal abnormahtv 

Suimnarv and Conclusions 
From this analysis, it appears that there is a high 
madence (3 out of 7) of severe megaloblastic anaemia 
^ when phenvtom together with phenobarbitone is used m 
the treatment of epilepsy m pregnancj It is recom¬ 
mended that, if phenjTom is bemg a dminis tered to an 
> epileptic durmg pregnancy, either oral fohc-aad supple¬ 
ments should be giv en durmg the last trimester, or fire- 
quent hsmoglobm estimations should be done to detect 
^ the onset of ananua If it proves to be megaloblastic, 
< It will respond well to fohc aad, the anticonvulsant 
^ treatment need not be mterruptecL 

The madence of megaloblastic angmia m 57 preg¬ 
nanaes m epileptics receivmg anticonvulsant therapy 
^ was studied retrospectively There were no cases m 48 
V pregnanaes where phenobarbitone alone was used In 
^ 7 pregnanaes where phenytom was used as well as 
^ phenobarbitone there were 4 cases (1 unconfirmed) of 
^ severe megaloblastic ansrma Fohc aad cured the ansmia 
^ m these cases, while aUowmg the annconvulsant therapy 
to be continued 

I _ ^ thank Dr E yc I— Thompson, es-Master of the 

Kotunda Hospital, for permission to pubhsh this report of patients 
^ who were under his care I am greatlv mdebted to Dr H. C Aloore, 
pathologist, fo- his assistance. 

^ R^erences at foot of next coliarm 


HYPONATRrEMIA AMD IMPAIRED RENAL 
TUBULAR FUNCTION MTTH CARCINOMA 
OF BRONCHUS 

J Rlssell Rees* 

M A , M D Cantab , M R.C P 

MEDICAL REGISTE.AR 

S B Rosalki 
M B Load , M R CE 

REGISTR.AR IN CHE.VUCAL PATHOLOGV 

A D W Macxe-an 

MB Load 
FOLSE-PHVSIOAN 

THE GORDON HOSPITAL ANT) VINCENT SQL ARE LABORATORIES 
OF WESTMINSTER HOSPITAL, LONDON, S VV 1 

HYPONATRiE-MiA IS assoaatcd With reduced osmotic 
acnvitv m the extracellular fimd and may occur with 
lowered, normal, or mcreased bodv-sodium stores It 
may follow sodium depletion, water retention, or reduc¬ 
tion m cellular osmolantv (Schroeder 1949, Sims et al 
1950, Rapopon et al 1951, Danowski et al 1955) Renal 
han dlin g of sodium is variable, and retention or abnormal 
unnaiy loss mav occur (Rapoport et al 1951, Schwartz 
et al 1957, Orloff et al 1959) 

Hvponatrsmia may be found m adrenal failure and 
severe cardiac, renal, or hepatic disease It has been 
descnbed m tuberculosis, cerebral disease, and diabetes, 
and after excessiv e loss of bodv seaenons bv anv route 
(Danowski et ah 1955, Elfcmton 1956) 

It maj develop durmg acute lobar pneumoma and 
tuberculosis (Atchlev et al 1923, Winkler and Crankshaw 
1938, Suns et al 1950) A patient with bronchial caron- 
oma who showed hvponatTEemia and abnormal renal 
chlonde loss was descnbed bv Winkler and Crankshaw 
(1938) Recentlv, Schwartz et al (1957) reported two 
panents with caronoma of the bronchus m whom hvpo- 
natTEenua and renal sodium loss probably resulted from 
mappropnate seaenon of anndiuretic hormone We 
descnbe here a further patient with a bronchial neoplasm 
and hyponanmima m whom this mechamsm did not 
operate As well as defiaent sodium retention, he had 
ammoaaduna and maeased phosphate excretion The 
presence of an acquired renal tubular defect is suggested 

Case-record 

A stoker, aged 53, was admitted to the Gordon Hospital 
on Apnl 17, 1959 For two months he had suffered malaise, 
non-productive cough, and loss of appetite, with particular 
revulsion for sweet and starchv food. He had lost 17 lb , and 
in the previous fortmght had suffered from nausea, with 
vominng on four occasions During the same period he had 
noted cramps m the abdomen and legs 

He had had a dry mouth and mcreased thirst for a week 
before admission On April 15, he had famted, and had smce 
been confined to bed There was no disturbance of nuctuntion, 
but he had been constipated for a fortmght He had been a 
moderate pipe smoker for years, and took httle alcohol 

• Present eddress Giiv*s Hoswia!, London, S E 1 
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TADLU I—DAIL\ INTAKE, OUTPUT, AND SERUM-ELECTROLYTE LEVELS 


Dai 

Sodium mtaVc 
(mEq) 

Fluid intake 
(nil) 

Urine 

(ml or mEq d&n>} 

Serum 

(mEq per litre or mf? per 100 ml) 

Onl 

I N 

Oral 

I\ 

Volume 

Na 

a 

, 

K 

No 

Cl 

K 


Total 

protein 

- 

1 

0 

0 

1080 

0 

810 

79 

48 

23 

109 

82 

34 

35 

64 


0 

0 

0 

2160 

0 


— 

— 


111 

84 

45 

36 



3 

0 

0 

1920 

0 


— 

— 



— 


— 



A 

0 

0 

1230 

0 

1380 

108 

68 

57 


— 

— 

— 



5 

68 

0 

1860 

0 

1360 

24 

16 

45 

107 

78 

— 

32 


1S9S KilSI 

6 

102 

185 

2250 

2280 

4320 

117 

177 

95 

no 

77 

57 

35 



7 

102 

105 

2970 

3090 

2900 

12 s 

130 

59 

121 

84 

56 

22 



8 

102 

185 

2010 

1980 

3360 

70 

52 

12 

113 

83 

13 

23 



9 

102 

335 

1630 

3510 

3220 

245 

280 

28 

112 

80 

32 

24 



10 

102 

335 

1Q80 

3030 

1910 

168 

196 

19 

123 

97 

39 

— 



11 

68 

300 

1590 

1650 





121 

95 

36 

21 



12 

63 

160 

750 

1140 

1140 

145 

138 


127 

97 

47 

36 



13 

6S 

160 

120 

1140 

1000 

122 

— 


126 

95 

13 

38 

54 


14 

68 

160 

510 

1140 

970 

123 

159 


131 

91 

45 




15 

68 

160 

510 

1140 

1200 

156 

199 


132 

106 

17 




16 

68 

160 

510 

1110 

1000 

74 

90 

■SSH 


— 

— 




17 

68 

100 

1110 

750 

815 

61 

86 

88 


— 

— 




18 

136 

0 

1350 

0 

700 

55 

90 

82 



32 


5 1 


19 

136 

0 

1080 

0 




— 



50 




20 

0 

0 

1500 

0 

790 

53 

73 

79 


95 

43 

62 

5 1 


21 

iummi 

0 

1210 

0 

1040 

5 

16 

125 

mn 


46 

75 




— indicates no measurement, 0 indicates no intake On days lljond 19, the collection wos lost Day I is n 12 hour collection (6 PM -6 AM) 
Day 12 Is an 18 hour collection IV ■"introsenous 


Exaimnatwn 

He thin and wasted There was no clinical dehydration 
or cedema No abnormal pigmentation was noted dp 100/60 
mm Hg Rcspintoiy system fine rAles at bases of both lungs, 
otherwise normal The tongue was furred, but tlie moutli was 
not dry 
Intcsusatwiis 

Dailj serum-clectrolvte iind blood-urea levels, unne- 
\olumes and electrolyte content, and fluid and sodium intakes 
arc shown in table i and in figure 

BW —Hamoglobin 15 0 g per 100 ml Erythrocyte- 
sedimentation rate (Wintrobe) 11 mm in the first hour Total 
wlutc-ccll count 9000 per emm (ncutropluls 70%, lympho- 
cjTcs 30"/,) Livcr-function tests, scrum-amylase, and scrum- 
cholesterol normal Scrum-albumin 3 9 g per 100 ml 
Scrum-globulm 2 5 g per 100 ml Random blood-sugar 123 mg 
per 100 ml NVassermann and Kahn tests negative Scrum- 
alkali reserve (day 13) 24 mEq per litre Scrum-alkalmc phos¬ 
phatase 7 King-Armstrong units Scrum-calcium 10 6 mg 
per 100 ml , scrum-inorganic phosphate 2 2 mg P per 100 ml 
(day 2) Scrum-calcium 13 3 mg per 100 ml , scrum-inorgamc 
phosphate 1 6 mg P per 100 ml (day 14) Scrum-crcaUninc 
0 6 mg per 100 ml (day 14) 

Unite —Urinary calcium 350 mg per 24 hours Urinary 
phosphate 480 mg P per 24 hours Urinary crcauninc 450 
mg per 24 hours (day 14) Urinary aldosterone CKcrcuon 
(Dr R V Brooks) 1 8 (ig per day (day 16), 1 7 pg per day 
(day 17) (normal range 3-8 pg per day wath a mean of 5 pg ) 
Steroid c\crction is showai in table II 

The spcafic grasity was always witlun tlic range 1 010-1 026 
No albunununa Intermittent glycosuna and kctonuria 
There was no glycosuria after dav 13, and no kctonuria after 
day 18 Paper chromatography of urine for aminoacids 
(Dr J H Wilkinson) showed (1) a large increase of alanine, 
glscinc, glutamine, hisudine, lysine, threonine, and y-armno 
bumic acid, ( 2 ) a moderate increase of glutamic acid, taurine, 
and senne, (3) small quantities of vahne, leucine, and tyrosine, 
and (4) traces of mctlisl histidine and cvstinc This pattern 
of generalised armnoaciduna wus present up to tlic time of 
death 

Sp I till —No malignant cells 

A-ru> of cl at —Mass in left lung near hilum, witli bilateral 
hil ir-gland enlargement Normal pulsation and diaphragmatic 
mo\ ement on fluoroscopy 

/jiiupi jriii/iii (Dr J r Ziha, Dr J P Nicholson)—Total 
exchangeable sodium (das 12) 2510 mEq - 51 1 mEq per kg 
(normal range 37-56 mEq per kg) Total exchangeable 
potassium (das 12) 2530 mEq —51 1 mEq per kg (normal 
range 37 5^1 mEq per Ig) Na'K —1 00 (normal range 
0 69-0 05 s B-onude-spacc (day 13) 15 9 hues >=’310 ml per 


kg , (day 14) 16 3 litres =359 ml per kg (normal range for his 
build 248-378 ml per kg) 

Electrocardiography —Day 1, alternating atrial flutter and 
fibrillation East vcnmcular rate of about 150 beats pK 
mmutc svith both rhytlims Day 5, sinus rhythm, rate 80 beats 
per mmutc Tracings otlicrsvisc normal 

Progress 

The lustory of recent cough and the X-ray findings suggested 
bronchial caremoma Severe hyponatrn.min (109 mEq per 
hue) was found on adimssion and svas associated witli abnormal 
renal sodium loss (79 mEq in second half of day 1) 

He gradually became worse He svas moderately tiursty but 
too ill to dnnk unless assisted During the first four days he 
took ssvcctcncd fruit drinks only, and he continued to refuse 
food tliroughout the rest of his illness 

Adrenal failure caused by bilateral metastatic deposits seemed 
unlikely svith a normal blood-urea, a losv serum-potassium 
(3 4 mEq per litre, day 1), and no pigmentation His blood 
pressure (95-100/60 mm Hg) ssas losv but tlus ssas due to 
tachycardia, and it rose on day 4 to 120/80, sshen tlie arrhythmia 
reverted to sinus rhytlim, tliough tlic hyponatramia persisted 
(107 mEq per litre) He svas so ill that it seemed best to gise 
extra salt and sodium-retaining hormones until more sstis 
knossn of his adrenal function On day 5, oral salt in cadicts 
and intravenous saline svere begun (table i and figure), and be 
ssas encouraged to drink more He cooperated readily and 
high intakes sscrc achiesed betsveen days 6 and 11 He also 
took a total of 6 mg fludroconisonc botsseen days 5 and 9 
This potent salt-retainer ssas used to avoid confusion in estima¬ 
tions of urinary steroid excretion ssliich ssere done at this 
time Fludrocortisone ssas stopped ns soon as these results 
ssere knossai 

With this therapy there svas slight improvement, though he 
remained sseak The serum-sodium rose only slosvly, and 
continued to rise sshen fludrocortisone svas discontinued on 
day 8 and sodium intake ssas increased Intensive sodium 
therapy ssas gisen up to day 11 by sshich time the scrum- 
sodium level had risen only to 121 mEq per litre 

Between days 12 and 16, water intake ssas reduced as much 
as possible to sec if this would affea the renal sodium loss 
as in the cases of Schwartz ct nl (1957) Sodium supplements 
were continued, so tliat he also received 1140 ml fluid dailj 
intravenously, and negative fluid balance ssas not, therefore, 
achieved In tlus period, ssitli nn intake of 228 mEq sodii® 
daily, the scrum-sodium level continued its slow rise to 132 ^ 

mEq per litre From about day 12, lus condition steadily 
worsened, with increasing back pain at the level of the losvtf j 

part of the thoracic spine, and by day 17 he was scry ill N® , 

more mtrasenous saline ssas given, but oral supplements were « 
continued for onotlier 2 days His fluid intiUcc ssas about 
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1 5 litres dailv He became emaciated, and bronchopaeumoma 
developed. Finallv he lapsed mto coma and became clinically 
dehvdrated. There was a terminal nsc m blood-urea let els, 

and me serum-sodium rose to a maximum of 142 mEq per litre 

on dav 20, though it fell agam the following dav to 127 mEq 

He died on dav 22 

Necropsy 

At necropsv (Dr J S Comes) an oat-celled anaplastic 
carcinoma was discovered, ongmanng m the Imgular bronchus, 
and spreadmg to the lung, mediastmum, and left supra¬ 
clavicular Ivmph-noaes Xo other macroscopic spread was 
found, but histological examination shots ed mfiltratioa of the 
liver and spleen bv tumour cells 

The kidnevs were macroscopicallv and histologicallv notmaL 
Histochemical staining (Dr John Prvse-Davies) shots ed normal 
alkalme phosphatase, aad phosphatase, non-specific esterase, 
succimc dehvdrogeaase, and lactic dehvdrogenase acnvitv 
Microdissecnon (Dr E AL Darmadt) revealed no abnormahtv 

The adrenals were enlarged (combmed ts eight 22 g) and 
histologicallv shotted widening of the cortex prmapallv m 
the zona fasaculata. Histochetmcal staining (Dr Pryse- 



^ i and sodimn balance calcnlated Erom intake and ontpnt 

y. S'lres With no allowance for extrarenal lass or water of 
y metabolism. 

, Dan- intake plotted np &oni baseline Dailv output ploted dotu 
intake figures Shaded areas above basebne represent ponnvc 
shaded areas belonr are negative balance Intake data only 
^ 11, and 19 For potassium, urinary figures onivare 

' own TXJL, = total eschangeablc potassnim. T.E Na'= total 
ewhangeable sodium. 


TABIX n—CTJNSFV STETOID ZICnSTION 


D2} 

1 Lnsarv 

(mg ptr 

* cro ds 

24 hOwT') 

i 

17-hvdrox> - 
♦tcrcids 

17-kff 0- 
«tcro ds 

1 


17 S 

— •* 

Nil 

5 


7-0 

1 FI-d.ocon.5onc 2 mg cnl 

6 

66 ^ 

16 S 

t 

' Fludrcsroni<cne 1 mg cnl 
Conj“o,rcphm 50 umts r v ♦ 

7 

65-0 

21-0 

^-drocom^o-c 2 mg c-nl 
Comcc^ph-n 50 un.31 \ 

9 

37-0 

11-5 

Nd 

10 

2 1 

2-0 

' NT 

20 

17 -* 

i 7 7 

Nn 

21 

17 7 

IS S 

NT 


•it =inlra cnous 


Davies) for aUnlme phosphatase, acid phosphatase, non¬ 
specific esterase, succinic dehvdrogenase, and steroid 3-S-ol 
dehvdrogenase suggested a hvpeiactive adrenal gland with 
increased steroid metabolism 

The parathvroids shotted shght uniform enlargement. The 
pitmtarv contamed a small det elopmental evst, 3 mm. m 
Qiameter, but otherwise was normal. 

Discussion 

The outstandmg feature was the extreme hyponatraemia 
accompamed bv malaise, cramps, ana thirst Mechanisms 
such as decreased cellular osmotic aentatv or a new steady 
state, which hat e been suggested to explain hvponatrsmia 
m set ere illness (Suns et ah 1950, Danotvski et aL 1955) 
did not operate in our patient whose hyponatrsmia 
improted as his climcal state detenorated. 

Addison’s disease was not present, nor was there any 
evidence of the usual tvpe of salt-tvastmg renal disease 
which IS assoaated with obvious changes in the kidneys 
(Stanburv and Mahler 1959) The hvponatrmmia was 
clearlt associated, however, with defiaent renal sodium 
retennon. This is seen on dav 1, and on day 4 when 
108 mEq sodium were excreted after at least 4 days 
without any salt mtake This sodium-leak was partially 
inhibited by fludrocortisone on aav 5, but the presence 
of more than a trace of unnarv sodiiim at this low serum- 
level (107 mEq per htre) suggests that tubular response 
was unpaired B\ dav 14, a large dose of fludrocortisone 
had no effect on sodium excretion showing mat the 
tubular defect had mcreased 

Aldosterone excretion was reduced on days 16 and 17 
Bv then massive sodium repletion had occurred Extra- 
polatmg ftom the results on day 12 (allowing 10 mEq 
dailv for extrarenal loss), total exchangeable sodium is 
estimated at 2566 mEq for dav 16 (appro xim ately 61 mEq 
per kg ) and his semm-sodium had nsen to a reasonable 
level for his dmical state The low aldosterone excretion 
at this stage is therefore not surpnsmg 

An estimate of the metabohe state on admission may be 
made from the isotope studies 

On dav 13 the bromide-space was 15 9 htres (wi thin no rmal 
limits), and before this marked positive water balance had 
occurred. Allowing 700 ml dailv as the balance between 
insensible loss and water of metabolism, a positive balance of 
6 2 litres occurred between davs 7 and 11 Unfortunately, the 
unne on dav 11 was lost, but the mtake makes a negative 
balance u nlik elv Ignormg this dav a positive balance of 
approximatelv 5 6 litres existed between davs 5 and 13 Thus, 
on dav 6, the extracellular fiuid volume was estimated at 
10 n htres (about 220 mb per kg ) This figure would have 
changed bttle firom the time of his admission, and is 
abnor mall y low 

Total exchangeable sodium on dav 12 was 2540 mEq 
Ignormg dav 11 agam cumulative sodium retennon from dav 5 
to dav 12 was 972 mEq The amount of food taken was 
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negligible, and allowing 10 mEq per day for extrarenal sodium 
loss, the estimate for total exchangeable sodium on day 5 
was, at most, 1640 mEq (approximately 35 mEq per kg )—an 
abnormally low figure Total exchangeable potassium on day 
12 w’as 2540 mEq, and cumulative potassium loss m the 
previous week was 258 mEq (agam ignormg day 11) Allowmg 
10 mEq daily for unmeasured potassium loss, the total 
exchangeable potassium on day 5 was estimated at about 2868 
mEq (approximately 61 mEq per kg), which is m the upper 
normal range 

Thus It appears that our patient on admission was 
depleted of sodium with a reduced extracellular-flmd 
space 

In their two patients, Schwartz et al (1957) thought 
that carcmoma m some way caused mappropriate secretion 
of antidiuretic hormone This produced sodium loss by 
mcreased glomerular filtration and, because extracellular 
volume did not fall, by a failure of aldosterone secretion 
to rise with sodium depletion Both patients had severe 
hyponatrtemia, m one case as low as 103 mEq per htre, 
with few symptoms In one the extracellular volume was 
measured, and was found to be raised 

In our patient, the low estimate for extracellular space 
on admission makes it unhkely that mappropriate secre¬ 
tion of antidiuretic hormone caused his sodium loss 
The mcreased thirst m the week preceding admission is 
m keepmg with this view, though thirst can occur with 
an mcrease m body water (Wynn and Rob 1954) 

The effect of water restriction (days 12-16) was unim¬ 
pressive There was no dramatic reduction m urmary 
sodium loss as m the patients of Schwartz et al (1957) 
and though restriction of water was not severe, it was 
more than was needed m one of their cases to reverse 
sodium loss Admimstration of large amoimts of fluid 
caused improvement, rather than deterioration, add 
sodium given m this phase was largely retamed m contrast 
to the results m their pauents The poor response to 
salt-retairung hormones is a further pomt of distmction, 
and m addiuon our patient probably produced hypotomc 
urine on some days (eg, day 8, table i) when specific 
gravity was not recorded, whereas in the cases of Schwartz 
et al (1957) urme was hypertomc to plasma 

In our patient, it seems that the renal sodium leak was 
due to impaired tubular function With hberal intakes, 
sodium loss was not excessive, and repleuon was easily 
achieved However, w'hen sodium intake was low, an 
obbgatory renal salt-loss was revealed, leadmg to sodium 
depletion and, eventually, hyponatremia 

This defecuve reabsorption of sodium, together with 
mtermittent ketonuria and glycosuria, suggested proximal 
tubular damage, and mvestigauon led to the unusual 
findmg of generahsed ammoaciduna Other recognised 
causes of renal aminoaciduria were absent, and there was 
no ewdence of the adult Fancom syndrome (Walhs and 
Engle 1957) in which sodium loss, in particular, docs not 
occur Overflow ammoaciduna ma> be found wnth 
mcreased protem breakdown, and smce the plasma- 
ammoacid le\el was not estimated, this is a possibihty 
m our patient, though other features favour its renal 
origm 

Impaired phosphate reabsorpuon and low serum- 
phosphate levels accompamed the ammoaaduna, pro- 
vading further evidence of proximal tubular damage 
The terminal hj-percalcaimia and necropsy findmgs of 
parathvroid gland enlargement were probably due to 
secondarv hyperparathyroidism 


The distal tubular exchange mechanism of potassium 
for sodium could function normally as shown by falling 
sodium excretion m the last week, with mcreased potas 
Slum excretion and K/Na rauos, particularly evident on 
day 21 24-hour creatmme-clearance on day 14 was 
reduced, and rismg blood-urea levels were recorded in the 
last week, mdicatmg progressive reduction m glomerular 
filtration This rmght have reduced the load on the 
proximal tubules to a level at which they could function 
competently The resultant fall m distal tubular flow 
imght then allow the efficient cation exchange and 
sodium conservation seen on day 21 A diminution in 
proximal tubular load would also explam the dis 
appearance of glycosuria and ketonuria m the week 
before death 

A defect in proximal tubular function was therefore 
thought to be present, and a similar defect was postulated 
by Rapoport et al (1957) as the cause of hyponatraemia m 
their patients with tuberculous memngitis However it 
remains difficult to explain the urmary composiuon on 
days 1 and 4 The metabohc state on adrmssion should 
have resulted in maximal aldosterone secretion The 
modest potassium excretion and low urmary K/Na ratio 
at this time is surprismg and, with the poor response to 
admimstered steroids, suggests that distal tubular function 
was also impaired 

Summary 

Severe hyponatraemia developed m a man of 53 with 
bronchial carcmoma He showed poor renal sodium 
conservation which, with neghgible intake because of 
anorexia, had caused sodium depletion 

Repletion was easily achieved and fluid restriction did 
not affect the sodium loss Metabohc studies suggested 
that, on admission, he was depleted of sodium, with a 
reduced extracellular-fluid volume 

There was no evidence of adrenal failure, and at 
necropsy the adrenal glands were enlarged and showed 
signs of hyperacuvity 

The renal response to fludrocortisone and cortico 
trophm was poor There was no clmical evidence of any 
of the usual types of salt-wasting renal disease, and at 
necropsy the kidneys were normal on detailed histological 
exammation 

There was evidence of functional damage to the 
proximal tubules with generahsed ammoaciduna, glyuO' 
suna, ketonuria, and mcreased phosphate exaction 
Ammoaciduna was constant throughout, but glycosuna 
and ketonuria were mtermittent and disappeared m the 
last week 


The distal tubular exchange of sodium for potassium 
was active termmally, though perhaps not on admission 
It IS suggested that the sodium loss was mamly due to 
proximal tubular damage, and that the bronchial carem 
oma had caused this unusual derangement of tubular 
function 


We wish to thank Dr R D Tonkin, under whose care this pan® 

was admitted, for permission to report this case, and Dr R J 
Bajliss for advice on the manuscript The microdissection of m 
kidneys was carried out by Dr E M Darmady Theurinary^ro- 
acid determinations were performed by Dr J H Wilkmson West 
mdebted to Dr R V Brooks for the urmary aldosterone assar 
Details of the adrenal and renal histochemical studies were kinca 
provided by Dr John Pryse-Davies The results of the isoto, 
studies were provided by Dr J F Zilva and Dr J P Nicholson 
The necropsy was performed by Dr J S Comes The figure ^ 
prepared by the department of medical illustration, Guy’s Hospital 
References at foot of next column 
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POSTPARTUM PRE-ECLAMPSIA 

I R McFadyen 
M B Ghsg 

FUGHT LIEUTENVKT, RAF 
Frcm :7-e Royal Air Force Hospital, Aden 

A WOMAN, aged 19, had an eclamptic fit fifteen hours 
after she had her first babv She had gi\ en no endence of 
pre-edampnc toN^mia Mhile pregnant, or during her 
eight-hour labour An episiotomt was necessarj for 
dehvert, and, in the course of its repair, she seemed 
drowsier than would hat e been expected from the 100 mg 
pethidme and the gas-and-air analgesia she had received 
durmg labour That mght she slept uneasilj, complainmg 
of epigastnc discomfort, and at 6 A M next day her blood- 
pressure (bp) was 140/90 mm Hg an hour later she had 
the fit 

The panent was first seen durmg the sixteenth \teek of 
pregnancy Ko history of senous illness, prenous pregnanct, 
or fits was gi\en (this was confirmed m the puerpenum) Her 
general condition was excellent Htemoglobm 87°o (Haldane), 
blood-group B, rhesus-posime, Kahn-negative The B P was 
130/70, weight 105 lb , and her urme shotted no abnormahtj 
Thirteen visits were made durmg the pregnancy Apart from 
a trace of albumm m a mommg specimen of urme at the 
thirty-set enth week, and shght swelhng of the ankles the week 
before that, the only abnormahtj of the pregnancv was a 
degree of hydrammos at the thirtieth week suffiaent to warrant 
an X-ray of the abdomen The hydrammos decreased slowly 
but was still present at term The weight rose gradually to 
128 lb at term, and fell 1 lb m the foUowmg week The blood- 
pressure remamed between 110/60 and 120/80 durmg the 
pregnancj 

Progress 

Day 1 —h healthv 6'/. lb infant, bom ten davs after the 
estimated dehierj date The labour was uneientful Total 
blood loss 8 oz , 0 5 mg of ergometrme was gw en mtra- 
muscularly after debt erj of the placenta 
Day 2 —^bp after the fit, 140/90 There was no residual 
paralysis, but facial ordema w as noted and this mcreased durmg 
the next few hours The patient was sedated with barbiturates, 
and gw en a low-salt diet Durmg the dat her b p remamed at 
about 130/90 Morphme was gw en that mght as she complamed 
of headache 

Day 3 —^The B p fell until it was 125/80 m the et enmg, the 
oedema subsided, and the panent had no complamts 
Day 4 —About sevenn-two hours after dehvery the frontal 
headache and faaal oedema returned The breasts became 
engorged and treatment for the suppression of lactanon was 
begun Her temperature rose until it was 102 6°F b\ the 
evenmg She was moved mto an air-condinoned room, and 
sedated with 6 g amjlobarbitone six-hourly and 25 mg 
chlorpromazme orally twice daily The htemoglobm was 88% 
(Haldane) and the haemotocnt value 40°o 
Day 5—A mommg catheter specimen of urme con tain ed 
200 mg albumm per 100 ml, 15-25 red blood corpuscles, and 
3-4 white corpuscles per high power-field, it was sterile 
A Foley catheter was mtroduced and mtrofiirantom 100 mg 
given six-hourh to prevent a urinary mfecnon She passed 
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1290 ml of urme that dav The oedema and headaches remamed 
The temperature fell to 98 4' by the ei enmg The blood- 
pressure, how et er, started to nse durmg the dav 

Day 6 —^The B p contmued to nse imtil m the evenmg it 
reached 170/100 At that pomt 12 5 mg hvdraUazme was given 
orallv this was followed anhour laterby afall mB p to 145/100 
The dose was mcreased by stages to 37 5 mg four-hourlv The 
BP fell graduaUv, until on the tenth day it was consistently 
130/80 at the time that the next dose was due 

The typical pre-eclampuc fames and headache remamed until 
the sixth day when, along with the albuinmuna, thev started to 
subside On the nmth dav the catheter was withdrawn, the 
admmistration of chlorpromazme was stopped, and the patient 
was moved out of the air-condinoned room The output of 
urme did not fall below 950 ml per tw entv -four hours, nor did 
the blood-urea nse abov e 20 mg per 100 ml and the blood- 
electrolvTes remamed vvithm normal limits 

The hy drallazane was contmued unnl the fifteenth puerperal 
day It was gradually reduced thereafter, and was stopped on 
the twenneth dav The b p had then been 105/75 for three 
davs, there was an occasional trace of albummuna, and the 
panent had no symptoms The baby was bottle-fed and 
thnving 

Six weeks after dehvery the panent was seen at the posmatal 
dime She had suffered no headaches or svv elhng of the ankles 
smee leavmg the hospital, nor were there any other complamts 
The urme contamed no albumm, the B P was 110/75, and she 
weighed 106 lb Uterme mvolunon was sansfactorv 
Discussion 

Stander et al (1946) desenbed 21 cases of eclampsia 
occurnng vvn thin thirty hours of dehv ery 13 of these had 
shown no evidence of antepartum pre-eclampnc toxcemia 
In 9 cases of postpartum convulsions m the first twentv- 
four hours of the puerpenum pubhshed by Hofmeister 
and Brown (1953), 2 had given no previous signs of pre- 
eclampsia Theobald (1955) quotes 4 cases of antenatal 
eclampsia m patients known to hav e been normal at some 
time m the twenty -four hours before the fits It is clear 
that this fulmmatmg eclampsia can also occur m the 
puerpenum It is not, howev er, common for a patient to 
develop the pre-eclampnc syndrome for the first time after 
dehvery and after a fit, m none of these series is it men- 
noned Hamilton (1953) states that hyT^rtension and 
convTilsions mav be produced by mtrav enous ergometrme 
given at the time of dehvery, but this is not accompamed 
bv oedema and albummuna, and the blood-pressure usually 
settles wat hin four hours 

There is a school of thought which holds that pre- 
eclampnc toxaemia and eclampsia are due to mcreased 
myometrial tension, pomnng out that tvvms and hv dandi- 
form moles are examples of an ov erdistended uterus bemg 
frequently assoaated with pre-eclampsia Theobald 
(1955) gives as one of his essennal entena for any hv^jo- 
thesis purpomng to explam the genesis of eclampsia that 
It must afford a reasonable explananon of eclampsia 
occurrmg up to four days after dehv ery of the placenta, and 
many find this a stumbhng-block m accepnng this 
hypothesis 

A possible explananon of my case can be obtamed from 
the concept of pregnancy as “a kmd of phvsiological 
Cushmg’s syndrome ” propounded by J S L Browne 
and elaborated by F J Browne (1958) In this it is held 
that the adrenal cortex undergoes hyperplasia m preg¬ 
nancy under the influence of the large quannnes of comco- 
trophm produced by the hypertrophied anterior pitmtary 
and the placenta, and Poideven’s (1959) demonstranon of 
the relanonship of striE gravadarum to adrenal comcal 
hyperfunenon supports it The excess of comcosteroids 
produced has been demonstrated by Gemzell (1953) who 
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The Problem of Acute Hypothermia 

Editor P M Starkov Translated from the Russian by R E 
Hammond Editor of English edmon E Neil, m d , professor 
of physiology, Middlesev Hospital Medical School London 
Pergamon Press 1960 Pp 329 70s 
This book contains the results of many years research 
m Professor Starkov’s department m Omsk There are twenty- 
eight articles by the fourteen workers concerned, and they are 
all physiological, though the hope is expressed that some of the 
conclusions may be put to practical use The subject titles 
alone make mterestmg readmg, for, as might be expected, they 
imply a quite different approach to the physiology of hypo¬ 
thermia from that m the Western world, where much of the 
work has been planned pragmatically, accordmg to the needs 
and problems of the operatmg-theatre, and not so much 
concern, perhaps, is felt about the basic differences between 
the body functions at normal temperature and those revealed 
durmg hypothermia Physiologists ivill therefore welcome the 
results of study on such fundamentals as cold effects on blood- 
flow m limbs and viscera, on the effects of direa cerebral 
cooling, and the use m hypothermia mvestigation of the values 
accorded by such familiar parameters as those of the heart- 
lung preparation, decerebrate cat, isolated rat uterus, and 
skeletal muscle Behaviour and conditioned reflexes m puppies 
and adult dogs are subjects of natural mterest to Russian physi¬ 
ologists, and the response of these nervous patterns to hypo¬ 
thermia IS the subject of one of Professor Starkov’s otvn articles 
The publishers regret that for speed and economy of pro- 
ducuon the text is m typescript photolithography, but the 
quality of the pages is even and good, and the content more than 
makes up for any deficiency The translauon is commendably 
clear 

Lectures on Haematology 

Editor F J G Hayhoe, m d , m r c p , department of medicine. 
University of Cambridge London Cambridge University 
Press 1960 Pp 247 60 j 

These lectures were delivered at Cambridge m December, 
1959, at a course for physicians and clmical pathologists 
“ havmg haimatology as one of their mam mterests ” Four 
of these lectures will mterest any haimatologist J V Dacie 
gives some facts from his umque experience m haimolytic 
anaemia, W M Davidson provides an excellent account of 
iron metabolism and treatment, G Wetherley-Mem describes 
mterestmgly and practically what is meant by “ myelopro- 
liferauve syndromes”, and R M Hardisty makes a gallant 
attempt to brmg together m a moderately coherent account 
what we now know about haimostatic processes The other 
lectures are good, sometimes very good, reportmg work that 
will be famihar to many hcematologists R H Girdwood on 
megaloblastic ansmias, George Discombe on transfusion 
hazards, and J C White on hxmoglobm variants summarise 
their already published work Dr Hayhoe himself draws on 
some pages from his recent book on leukaimia Richard Doll 
writes on the mcidence of leukaimia and the sigmficance of 
environmental factors, DAG Galton on the chemotherapy 
of leukamia, G I C Ingram on congemtal and acquired 
disorders of blood coagulauon, and J F Ackroyd on the 
pathogenesis of purpura HEM Kay brmgs together a 
useful summarv of published results on attempts to use 
marrow transplants in the treatment of leuktemia 

This sort of book falls between two stools the specialist m 
ha.matoIogv will be mterested only m the first four lectures 
v\ e mentioned, the more general phy sician or pathologist with 
a mam interest m hxmatology will hardlv w ish to buy a set of 
lectures that wall need revision in a short time, especially 
when he can buy a whole textbook of haimatology, contaimng 
nurlv ev ervthing in this v olume and a lot more, for rather less 
This V olume is to be one of a senes why not publish the others 
m a less expensive form—say, paper back wath plasnc bmdmg 
and wathout some of the illustrations, none of which, m this 
hamiatology v olume, are really necessary ’ 


Chemical Micromethods m Chmeal Medicme 

R H Wilkinson, m d , assistant chemical pathologist, The 
Hospital for Sick Children, London Oxford Blackwell 
Scientific Publications 1960 Pp 121 40i 

Eaiphasis on imcromethods m chemical pathology has 
mcreased steadily durmg the past twenty years It was 
gradually reahsed that blood-sugar and blood-urea were not 
the only substances that could be measured usmg capillary 
blood and that it was obviously more considerate and convenient 
to take small samples of capillary blood by needle-pnck than 
larger ones from a vem by syrmge It has also become clear 
that small amounts of heparinised blood may yield as much 
plasma as larger amounts of clotted blood can yield serum 
These considerations apply particularly to padiatrics, and m 
this country notable contributions to microchemical methods 
have come from The Hospital for Sick Children, Great 
Ormond Street, and some very important ones from the author 
of this httle book There are only about 100 pages of text, of 
which 10 are taken up by illustraaons, not all of them essential 
(a page is used for a photograph of a Van Slyke manometer 
and another for its micro version, and almost a whole page is 
given to a photograph of the eel flame photometer, which has 
been in routme use m virtually all pathology laboratories for 
many years) Most of the methods for examimng blood in a 
pffidiatric hospital are clearly described (the estimation of 
serum-iron is not among them) Micromethods only are 
considered, and this excludes many important padiatnc 
mvestigauons of urme and faeces 

Principles of Animal Virology (2nd ed New York and 
London Acadenuc Press 1960 Pp 490 86s) —^This book, 
edited by Sir Macfarlane Burnet, o m , F R s , is very different . 
from Burnet" and Stanley’s T/ie Vmises/ and is much more 
concerned with viruses of men and animals as agents of 
disease A particularly interesting aspect is its emphasis 
on the ecology of viruses and on evolutionary aspects of 
virus development Much of the book is written from a very 
personal vievvpomt, and the references are selective rather 
than comprehensive Nearly half the text of the first edition, 
which appeared five years ago, has been rewritten 

Preventive Medicine and Pubhc Health (4th ed 
London H K Lewis 1960 Pp 316 27s _6d)—It is no_J 
easy matter m these days to write a universally acceptable 
student textbook on public health, there is still so much 
diversity of opimon about the legitimate scope of the subject 
and so much variation from school to school in attention 
given to It Prof Fred Grimdy’s book aims to be an introduc¬ 
tion for students and practitioners and it obviously meets a 
want, for it is now in its fourth edition in ten years The book 
IS necessarily simple in its approach, and some of its pictures 
could perhaps be shed without much loss, but it does provide 
an outlme of basic principles and for the zealous it offers 
suggestions for further readmg 

Hypnoanalysis (New York Grove Press London John 
Calder 1960 Pp 342 16r 6d)—Dr Lewis R Wolberg’s 

wide experience of hypnosis is well known, and some of his 
wiritmgs have become classics This paperback, which is a 
reprint of a 1945 Grune &. Stratton edition, is devoted to the use 
of hypnotic techmques durmg psychoanalysis, in this case 
Freudian The first 136 pages describe the treatment of one 
pauent, then follows a 21-page “ dynamic formulaUon” by 
Dr A Kardiner, and in the final 179 pages Dr Wolberg 
suggests the vinous ways in which hypnosis can be of use in 
psychoanalytic treatment The case-report is certainly of 
great interest, notwithstandmg the doubt m diagnosis, and 
Dr Wolberg tvrites bener than most analj sts, but the w ork w ill 
do little to convince the sceptical Pracutioners who use cither 
of these techmques will find the book interesting, but there 
must be senous reservations about presentmg this new edimm 
to the large lay readership for which it is presumably intended 
1 See Lcrcet, 1959 u, 548 liiJ Oct. 29, 1960, p 961 
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Coming Home and Going Abroad 
On achieiing independence, a Colony naturally wants 
to have all its senices manned by its own people, and 
that IS something to which everj' new nation should look 
forward But commonly the wellbemg and progress of 
Colomes have depended largely on the devoted work of 
admmistrative and professional officers from oierseas, 
and usually these ought to go on wnth that work until 
there are enough properly qualified mdigenous officers 
to replace them Unfortunately the msecuntj' of a new’ 
regune may lead to an exodus of many of the men and 
women whom the new countrj' w'lU most need m the 
nest few 5 ’ears The amaenes of a Q\t 1 Sen’ant m a 
country likely to become self-govermng are well depicted 
m the white-paper ^ issued last week 
“ the sense of vocation which led him mto the 
Pubhc Service m an overseas terntorj’ still remams, but 
he is beset by uncertainty as to the extent to which he wiU 
be able to fulfil it under the new conditions his stams 
m pubhc affairs is changmg and v ery often he and perhaps 
his family also are subject to ffiscomforts stemming 
naturally from a penod of rapid pohucal change, and 
until reassurance is given him on the shape of his future 
he must hve through a penod of extreme doubt about the 
years ahead ” 

To prevent the “ tragic waste of human skills and 
wisdom ” mevitable where a service runs down through 
departure of its key members, the Bnnsh Gov emment, 
as announced last July,- are offermg ten-year agree¬ 
ments to most Colomal temtones by which ffie temtory 
need pay htde more to employ someone from over¬ 
seas than to employ one of its own nationals ^ In respect 
of some 21,000 officers of the Overseas Civol Service 
(appointed by the Colomal Office or the Crown Agents) 
the Government will be responsible ( 1 ) for the expatna- 
tion or mducement element often added to basic salanes 
to attract overseas candidates, ( 2 ) for the correspondmg 
part of the pension, (3) for education and children’s 
allowances, (4) for half the cost of leave passages, and (5) 
for half the cost of compensation payable for premature 
retirement While this excellent scheme can be looked on 
as an act of justice towards people who have been 
encouraged to take overseas appomtments under the 
Crown, It is also much more It is an important offer 
of assistance, durmg the transition penod, to temtones 
which may see the advantages of re tainin g expatnate 
officers but might othenv’ise be unable to keep them 
The cost to Bntam is estimated at between £12 nulhon 
and £16 milhon a year 

Two years ago at the Bnnsh Medical Assoaanon’s 

^ ''■ith overseas Go\eniinents Cmnd 1193 H M Statidnerj 

Office Pp 22 1, 3d 

3 

^ u ^ ^ made to isigena (nov, independent), to Sierra Leone 

next April), to Singapore and to Northern Rhodesia 
and N>-asaland The Bahamas Bermuda, Brunei, and Hong Kong are 
excluded from the scheme. 


conference on overseas appointments,'* one speaker said 
bluntly that if men are expected to go and w ork in the 
Colomal Serv’ice, arrangements must be made for them 
when they come back An attractive suggestion w hich is 
firmly turned down m an appendix to the white-paper 
IS that the Civil Services at home and abroad should be 
umfied, so that members could expect a full career, if 
not m the Colomes then at home But m point of fact 
the home Civ’ll Serv’ice, with an admimstrative staff of 
less than 2500, can offer comparatively few open- 
mgs to men retummg from abroad, and the vacanaes 
now likely to be offered to such men by other Colomes 
will usually be m a basic grade, and for only one or two 
tours of service The creation of a unified service based 
on the Umted Kmgdom would, it is felt, give a false 
impression, because it could create no jobs for w’hich 
members of the Ov erseas Civ’ll Sernce are not already 
eligible Though some of these W’lU enter the home 
Qvnl Serv’ice, or the Foreign Serv’ice, or may be assigned 
to other countries under techmcal-assistance agreements 
or similar arrangements, they cannot be sure of such 
employ’ment, and for this reason the Colomal Office m 
July, 1957, set up an Overseas Serv’ices Resettlement 
Bureau to find them, if need be, alternative posts Of 
1710 apphcants the bureau has so far found employment 
for over 1000—about 500 of them m the past year The 
Government hope that “ the knowledge that the Bureau 
will be there to assist them when required wiU both 
encourage officers to continue their overseas service, and 
new recnuts to jom it ” 

To the retummg doctor even less than to the 
administrator can the Government guarantee a post at 
home, and latterly the difficulty’ of gettmg one has been 
a misfortune both to those who applied and to the pubhc 
which has often been demed their services The Govern¬ 
ment’s own medical estabhshment is small and 
speaahsed, and the Mimstry of Health, even when it 
accepts a moral obhgation to get a pamcular speaahst 
appomted or reappointed to the National Health 
Service, finds regional hospital boards properly reluctant 
to choose anyone other than the best apphcant for the 
job If the speaahst has difficulty m estabhshmg himself 
m this country, the difficulty can be even greater for 
general-duty’ officers who, though they may have been 
domg general practice at a high level, have usually 
been unable to secure National Health Service practices 
agamst the competition of younger men who have stayed 
here The gloom over our failure to reabsorb so 
many of our able people who have had the courage and 
enterpnse to work abroad was epitomised m the state¬ 
ment of a speaker, two years ago, that he could not see 
how general-duty medical officers retummg from 
Colomal service can fit m anywhere at any level m our 
medical services And this gloom seems as mspissated 
as ever, causmg even the most sangume to speak of this 
problem of medical resettlement as largely msoluble 
But are we not m fact dealing with a hangover rather 
than an mcurable illness ^ If, as Lafitte and Squire ® 
say’, this country is shortly gomg to wake up and find 

4 See 1958 ii HH 

5 Lafine F, Squire J R thtd Sept 3, 1960, p 538 
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The Problem of Acute Hypothermia 

Editor P M Starkov Translated from the Russian by R E 
Hammond Editor of English edition E Neil, m d , professor 
of physiology, Middlesex Hospital Medical School London 
Pergamon Press 1960 Pp 329 70r 
This book contains the results of many years research 
in Professor Starkov’s department m Omsk There are twenty- 
eight articles by the fourteen workers concerned, and they are 
all physiological, though the hope is expressed that some of the 
conclusions may be put to practical use The subject titles 
alone make mteresimg reading, for, as might be expected, they 
imply a quite different approach to the physiology of hypo¬ 
thermia from tliat m the Western world, where much of the 
work has been planned pragmatically, accordmg to the needs 
and problems of the operatmg-theatre, and not so much 
concern, perhaps, is felt about the basic differences bettveen 
the body functions at normal temperature and those revealed 
durmg hypothermia Physiologists will therefore welcome the 
results of study on such fundamentals as cold effects on blood- 
flow in limbs and viscera, on the effects of direct cerebral 
cooling, and the use in hypothermia investigation of the values 
accorded by such familiar parameters as those of the heart- 
lung preparation, decerebrate cat, isolated rat uterus, and 
skeletal muscle Behaviour and conditioned reflexes m puppies 
and adult dogs are subjeas of natural mterest to Russian physi¬ 
ologists, and the response of these nervous patterns to hypo¬ 
thermia IS the subject of one of Professor Starkov’s own articles 
The publishers regret that for speed and economy of pro- 
ducuon the text is in typescript photolithography, but the 
quality of the pages is even and good, and the content more than 
makes up for any deficiency The translation is commendably 
clear 

Lectures on Hxmatology 

Editor F J G Hayhoe, m d ,m r c p , department of medicine. 
University of Cambridge London Cambridge University 
Press 1960 Pp 247 60 j 

These lectures were delivered at Cambridge in December, 
1959, at a course for physicians and climcal pathologists 
“ havmg haimatology as one of tlicir mam interests ” Four 
of these lectures will interest any hxmatologist J V Dacie 
gnes some facts from his unique experience in hxmoliTic 
anxmia, W M Davidson provides an excellent account of 
iron metabolism and treatment, G Wetherley-Mem describes 
mtercstingly and practically what is meant by “ myelopro¬ 
liferative syndromes”, and R M Hardisty makes a gallant 
attempt to bring together in a moderately coherent account 
what we now know about ha.mostatic processes The other 
lectures are good, sometimes very good, reportmg work that 
will be familiar to many hxmatologists R H Girdwood on 
megaloblastic anaimias, George Discombe on transfusion 
hazards, and J C Wlute on hxmoglobm variants summarise 
their alread> published work Dr Hayhoe himself draws on 
some pages from lus recent book on leukxmia Richard Doll 
writes on the incidence of leukxmia and the sigmficance of 
environmental factors, D A G Galton on the chemotherapy 
of leukaimia, GIG Ingram on congenital and acquired 
disorders of blood coagulation, and J F Ackroyd on the 
pathogenesis of purpura HEM Kay brings together a 
useful summary of published results on attempts to use 
marrow transplants in the treatment of leukxmia 

This sort of book falls between two stools the specialist m 
ha.matology will be interested only in the first four lectures 
we mentioned, the more general phvsician or pathologist witli 
a main interest in hxmatologv wall hardly wish to buy a set of 
lectures tliat will need revision m a short time, especially 
when he can buv a whole textbook of hxmatology, contaming 
nearlv cv crvahing in tlus v olume and a lot more, for rather less 
Tlus V olume is to be one of a senes why not publish the others 
in a less expensive form—sav, paper back with plastic binding 
and without some of the illustrations, none of which, m this 
hxmatology volume, are reallv necessary’ 


Chemical Micromcthods in Clinical Medicine 

R H WiEKiKSON, M D , assistant chemical pathologist. The 
Hospital for Sick Children, London Oxford Blaekvvell 
Scientific Publications 1960 Pp 121 40j 

Emphasis on micromethods m chemical pathology has 
mcreased steadily durmg the past twenty years It was 
gradually reahsed that blood-sugar and blood-urea were not 
the only substances that could be measured using capillary 
blood and that it was obviously more considerate and convement 
to take small samples of capillary blood by needle-prick than 
larger ones from a vem by syrmge It has also become clear 
that small amounts of hepanmsed blood may yield as much 
plasma as larger amounts of clotted blood can yield serum 
These considerations apply particularly to pxdiatrics, and m 
this country notable contributions to microchemical methods 
have come from The Hospital for Sick Children, Great 
Ormond Street, and some very important ones from the author 
of this little book There are only about 100 pages of text, of 
which 10 are taken up by illustrations, not all of them essential 
(a page is used for a photograph of a Van Slyke manometer 
and another for its micro version, and almost a whole page is 
given to a photograph of the eel flame photometer, which has 
been in routme use m virtually all pathology laboratories for 
many years) Most of the methods for examimng blood in a 
pxdiatnc hospital are clearly described (the estimation of 
serum-iron is not among them) Micromethods only are 
considered, and this excludes many important pxdiatnc 
mvestigauons of urme and fxces 

Principles of Animal Virology (2nd ed New York and 
London Academic Press 1960 Pp 490 86 j ) —^This book, 
edited by Sir Macfarlane Burnet, o m , F r s , is very different . 
from Burnet" and Stanley’s The Viruses,^ and is much more 
concerned with viruses of men and animals as agents of 
disease A particularly interesting aspect is its emphasis 
on the ecology of viruses and on evolutionary aspects of 
virus development Much of the book is written from a very 
personal viewpoint, and the references are selective rather 
than comprehensive Nearly half the text of the first edition, 
which appeared five years ago, has been rewritten 

Preventive Medicine and Pubhc Health (4th cd 
London H K Lewis I960 Pp 316 27s J6d )—It is no_j 
easy matter in these days to write a universally acceptable 
student textbook on public health, there is still so much 
diversity of opinion about the legitimate scope of the subject 
and so much variation from school to school in attention 
given to It Prof Fred Grundy’s book aims to be an introduc¬ 
tion for students and practitioners and it obviously meets a 
want, for it is now in its fourth edition m ten years The book 
IS necessarily simple in its approach, and some of its pictures 
could perhaps be shed without much loss, but it does provide 
an outline of basic pnnciples and for the zealous it offers 
suggestions for funher reading 

Hypnoanalysis (New York Grove Press London John 
Calder 1960 Pp 342 16 j 6d)—Dr Lewis R Wolberg’s 

wide experience of hypnosis is well known, and some of his 
writings have become classics This paperback, which is a 
reprint of a 1945 Grune &. Stratton edition, is devoted to the use 
of hypnouc techmqucs during psychoanalysis, in this case 
Freudian The first 136 pages describe the treatment of one 
pauent, then follows a 21-page ” dynamic formulation ” by 
Dr A Kardiner, and in ^e final 179 pages Dr Wolberg 
suggests the various ways in which hypnosis can be of use in 
psychoanalytic treatment The case-report is certainly of 
great interest, notwithstanding the doubt in diagnosis, and 
Dr Wolberg wxitcs better than most analysts, but the work win 
do little to convince the sceptical Prartitioncrs who use cither 
of these techmqucs will find the book interesting, but there 
must be serious reservations about presenting this new cditiW 
to the large lay readership for w hich it is presumably intended 
1 See Lamrt, 1959, ii, 548 ihd Oct 29, 1960, p 961 
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Ckimmg Home and Gomg Abroad 
On achieving independence, a Colony naturally wants 
to have all its services manned by its own people, and 
that IS something to which everj' new nation should look 
forward But commonly the wellbemg and progress of 
Colomes have depended largely on the devoted work of 
admmistranve and professional officers from overseas, 
and usually these ought to go on WTth that work until 
there are enough properly qualified mdigenous officers 
to replace them Unfortunately the msecunty' of a new' 
regime may lead to an exodus of many of the men and 
women whom the new country will most need m the 
next few years The anxieties of a Civil Servant in a 
country' hkely to become self-govemmg are well depicted 
m the white-paper ^ issued last week 
“ the sense of vocation which led him mto the 
Pubhc Service m an overseas territory still remams, but 
he is beset by uncertamtj as to the extent to which he wiU 
be able to fulfil it under the new conditions his status 
m pubhc affairs is changmg and v ery often he and perhaps 
his family also are subject to discotnfons stemmmg 
naturally from a period of rapid pohucal change, and 
until reassurance is given him on the shape of his future 
he must hve through a period of extreme doubt about the 
tears ahead ” 

To prevent the “tragic waste of human skills and 
wisdom ” mevitable where a service runs down through 
departure of its key members, the Bnush Government, 
as announced last July,- are ofiermg ten-year agree¬ 
ments to most Colomal temtones by which ffie territory 
need pay httle more to employ someone from over¬ 
seas than to employ one of its own nationals ^ In respect 
of some 21,000 officers of the Overseas Civil Service 
(appomted by the Colomal Office or the Crown Agents) 
the Government will be responsible (1) for the expatna- 
hon or mducement element often added to basic salanes 
to attract overseas candidates, (2) for the correspondmg 
part of the pension, (3) for education and children’s 
allowances, (4) for h^ the cost of leave passages, and (5) 
for half the cost of compensation payable for premature 
retirement While this excellent scheme can be looked on 
as an act of justice towards people who have been 
encour^ed to take overseas appomtments under the 
Crown, It is also much more It is an important offer 
of assistance, dunng the transition period, to temtones 
which may see the advantages of re tainin g expamate 
officers but might otherwise be unable to keep them 
The cost to Bntam is estimated at between £12 m illion 
and £16 million a year 

Two years a go at the Bntish Medical Assoaation’s 

^ mtE Olerseas Go,enmients Cnmd 1193 HM Statn5nei> 

Office Pp 22 1, 3d 
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conference on overseas appomtments,'* one speaker said 
bluntly that if men are expected to go and work m the 
Colomal Serv’ice, arrangements must be made for them 
when they' come back An attractive suggestion which is 
firmly turned down m an appendix to the white-paper 
IS that the Civil Services at home and abroad should be 
unified, so that members could expect a full career, if 
not m the Colomes then at home But m pomt of fact 
the home Civil Service, w'lth an admimstrative staff of 
less than 2500, can offer comparatively few' open- 
mgs to men retummg from abroad, and the vacanaes 
now likely to be offered to such men by other Colomes 
W'lll usually be in a basic grade, and for only one or two 
tours of service The creation of a unified service based 
on the Umted Kmgdom would, it is felt, give a false 
impression, because it could create no jobs for which 
members of the Overseas Civil Serv'ice are not already 
eligible Though some of these will enter the home 
Civ'll Serv'ice, or the Foreign Service, or may be assigned 
to other countnes under techmcal-assistance agreements 
or similar arrangements, they cannot be sure of such 
employment, and for this reason the Colomal Office in 
July, 1957, set up an Overseas Serv'ices Resettlement 
Bureau to find them, if need be, alternative posts Of 
1710 apphcants the bureau has so far foimd employment 
for over 1000—about 500 of them m the past year The 
Government hope that “ the knowledge that the Bureau 
will be there to assist them W’hen required will both 
encourage officers to contmue their overseas serv'ice, and 
new recnnts to jom it ” 

To the retummg doctor even less than to the 
admimstrator can the Government guarantee a post at 
home, and latterly the difficulty of gettmg one has been 
a misfortune both to those who apphed and to the pubhc 
which has often been demed their serv'ices The Govern¬ 
ment’s own medical estabhshment is small and 
speaahsed, and the Mmistry of Health, even when it 
accepts a moral obhgauon to get a particular speaahst 
appomted or reappomted to the National Health 
Service, finds regional hospital boards properly reluctant 
to choose anyone other than the best apphcant for the 
job Ifthe speaahst has difficulty'mestabhshmg himself 
m this country, the difficulty can be even greater for 
general-duty officers who, though they may have been 
domg general practice at a high level, have usually 
been unable to secure National Health Service practices 
against the competition of younger men who have stayed 
here The gloom over our failure to reabsorb so 
many of our able people who have had the courage and 
enterprise to work abroad was epitomised m the state¬ 
ment of a speaker, two y'ears ago, that he could not see 
how general-duty medical officers retummg from 
Colomal service can fit m anywhere at any level m our 
medical services And this gloom seems as mspissated 
as ever, causmg even the most sangmne to speak of this 
problem of medical resettlement as largely insoluble 
But are we not m fact deahng with a hangover rather 
than an mcurable illness ^ If, as Lafitte and Squire ® 
say, this country is shortly gomg to wake up and find 


/ 


4 Ste Lana: 1938 u 1111 

5 Lafitte F Squire J R. ihd Sept. 3, 1960 p 538 
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Itself extremely short of doctors, those who might be 
wilhng to reduce the shortage can take new heart 
Similarly the apparent risks of gomg abroad for a few 
years, on secondment or otherwise, may begm to bulk 
less large in the minds of candidates The Government 
are m favour of secondment from their own services 
here, and propose to have talks with representative 
bodies of employers “ to seek their agreement to releas- 
mg staff on loan ”—paying “ in appropnate cases the 

differential between tlie terms of the overseas appoint¬ 
ment and the local salary ” If there are still semor 
members of the profession who are mchned to discourage 
their jumors from gomg abroad, we hope they will give 
thought to the white-paper’s correct statement that 
service overseas affords “ opportumties to do mterestmg 
work in a new environment, opportumties to exercise 
individual mitiative and responsibihty at an earher 
age than is usual here, opportumties to develop personal 
quahties of self-rehance, leadership and adaptabihty 
arising from the wide vanety of tasks to be undertaken 
opportumties to make an mdividual contribution to the 
development of a new country ” Even more, perhaps, 
we hope they will read the remarkable review of the 
African situation, by Dr H S Gear, which we pubhsh 
this week Though Gear credits colomahsm with havmg 
given Africa a phase of soaal stabihty with a nsmg 
economy, and recogmses that the mam medical contnbu- 
Don has been, and still is, made by the offiaal services, 
he IS concerned mainly with the unofficial aspects of a 
system which hitherto has been continually nounshed 
and refreshed from Europe “ Medicme’s true teachers 
and disciples give more to Africa,” he says, “ than 
medical care m a hospital or chmc ”, and Western 
medicine should not overlook the need for this broader 
mterpretation of its possible service “ It should gmde 
Africa to create people who are good doctors and nurses, 
but are also prepared to follow fearlessly the pnnciples 
founded over many difficult generations m Europe and 
Amenca ” 


Protein m Hyaline Membrane 
The chief component of the hyahne membrane found 
on histological exammation of the limgs of premature 
infants who have died shortly after birth was once 
beheved to be mspissated matenal denved from the 
ammotic fluid or vemix caseosa, and the term “ vemix 
membrane ” was used for some years ^ It now seems 
that a fundamental disorder of the pulmonary arculation 
plays a part m the formanon of the membrane,* protem 
bemg extravasated from the pulmonary vessels into the 
neighbourmg air-spaces and then forced by inspiration 
mto a membrane limng the walls of these spaces 
While most agree that the bulk of the membrane is 
composed of protem, there is still some difference of 
opmion as to its ongin and nature Lynch * ■* imtially 
suggested that the membrane represented a dned and 
concentrated secretion of the respiratory bronchioles and 
alieolar ducts Further work mdicated that the mem- 

1 Farbcr S , Wilson J L /4rch Path 1932} 14, 437 

2 See Lancet, 195S u, 945 

3 Linch, M T G , Mclior, L D 7 Pediat 1955,47,275 

4 L^Tich M J G Mellor, L D tbtd 1956, 48, 165 


brane mcluded haemoglobin,® but the bulk of it was 
composed of fibrin ® ~ All these investigations reinforced 
the idea that the components of the membrane were 
derived from tlie blood-stream The various cardio¬ 
vascular factors assoaated with hyahne-membrane for¬ 
mation were analysed by Shanklin ® in a senes of 335 
premature infants He foimd that membrane formanon 
was sigmficantly more frequent in assoaanon with 
cardiac malformanon that increased the pulmonary 
blood-flow The stages of the development of the 
pulmonary lesion were thought to be increased pul¬ 
monary blood-flow, left ventricular failure, pulmonary 
oedema, and membrane formanon The possibihty 
that maternal factors may play a part in the presumed 
arculatory disturbance has been mvesngated by Cohen 
et alwhose work seems to indicate that membrane 
formanon is commoner when the pregnancy has been 
comphcated by toxaemia and especially by antepartum 
hemorrhage From nme to nme it has been claimed 
that the frequency of hyahne membrane is increased m 
infants dehvered by cesarean secnon but Cohen et al 
conclude that any such increase is hmited to pregnancies 
where bleedmg has occurred before dehvery 

The composinon of hyahne membrane has been 
mvesngated by Buckingham and Sommers “ They 
regard the structure as laminated acellular layers of 
eosmophihc matenal apposed to the walls of alveolar 
ducts, alveoh, and terminal bronchioles Ultraviolet 
rmcroscopy showed that the material closely resembled 
plasma-protein or cell cytoplasm, in addinon, some 
nucleoprotem was thought to be present Membranes 
produced expenmentally by exposure of mice to oxygen 
had a similar composinon The membranes thus seemed 
to compnse cytoplasmic matenal, hacmoglobm, poly- 
mensed fibnn, nucleoprotem, and mucoprotein These 
workers were impressed by degeneranve changes in the 
bronchiolar epithehum, which they beheve contribute 
to membrane formanon Hyahne membrane may 
possibly be associated with hypersecrenon of^ alveolar 
linin g substance 1* which raises the quesnon whether 
abnormal autonomic nervous stimulanon enhances its 
formanon, not only by promonng pulmonary oedema 
but also by increasmg secretory acnvity in the tenmnal 
air-passages 

Although highly speciahsed techmques have revealed 
fibrm m hyahne membrane, this does not stam for 
fibnn by ordinary histochemical methods It has been 
shown, however, that a hyahne material is formed 
when certain aad mucopolysacchandes react with 
plasma-protems and the possibihty that a similar 
mechamsm may operate in hyahne-membrane forma¬ 
non has been mvesngated by Carone and Spector,*® 
who mduced pulmonary oedema in rats by means 
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of a-naphthyl thiourea and then introduced, by 
the endotracheal route, various substances including 
destran sulphate, nasal mucus, mecomum, and con¬ 
centrated ammotic-fluid suspension All these sub¬ 
stances contain and mucopolysaccharides, and all 
produced a membrane which had similar tmctonal 
properties to those of the membrane found m the human 
lung and which also failed to stam for fibrm This 
suggests that, if h}*ahne membrane is mdeed largelv com¬ 
posed of fibrm, then this is probably m a polymensed 
form Similar membranes were also produced when these 
aad mucopolvsacchandes were mtroduced via the 
trachea together with plasma-protem m animals not 
previously given a-naphthjl thiourea 
Even if the membrane is largely composed of fibrm, 
the reason for the cham of events leading up to fibrm 
preapitauon m the lungs of some infants but not of 
others sull has to be found A possible due is afibrded 
by the work of Liebermak As a result of prehmmary 
studies he postulated that a defiaency of lung plasrruno- 
gen-acavator activity predisposed certam infants to 
hyaline-membrane formatioiL It could be objected 
that such a low enryme activity might result from 
exhaustion of supply by the disease process itself^', 
but any such doubt has been largely setded by 
Lieberman and Kellogg,^® who have now evolved an 
unproved techmque for measurmg tissue plasrmnogen- 
acuvator acuvitj They describe their findmgs m 
specimens obtamed from 61 fcmises and newborn 
infants, compnsmg 15 cases of hyahne membrane and 
46 controls All but 2 (4%) of the control senes 
showed plasnunogen-acuvator activity, and none showed 
any inhibitor activity By contrast none of the 15 
membrane cases showed acnvity when lung cubes were 
esammed, but m 2 out of 11 cases homogenised tissue 
showed some activity The rem ainin g 9 cases smdied by 
tissue homogemsation showed no activator activity, and 
in 8 of them evidence of inhibitor acuvity was found 
These results confirm the previous observauon of 
defective plasmmogen-activator activity m association 
With hjahne membrane The inhibitor of the enzyme, 
found m most of the affected lungs, may esplam the 
lack of success which has attended the therapeutic use 
of fibrmolytic agents m affected babies In a preliminary 
commmucation m our present issue Dr Fleming and 
his assoaates at the National Naval Medical Center at 
Bethesda report apparent absence of plasnunogen 
activator m the lungs of two men whose hyahne mem¬ 
brane followed "total body irradiation”, and their 
findings m dogs were consistent with the view that 
irradiation produces a potent inhibitor of acnvanon 
Lieberman and Kellogg suggest that, m infants, the 
onzyme defect may be geneticily determined 


Setnikar et al^® suggested that an alveolar trans¬ 
udate IS an essential part of ammotic fluid. If this is 
so, a nch source of fibrm is contamed m the fcetal lung, 
2nd, if fibrmolytic acuvnty is defective or absent. 


16 l^brasa J Ara Eng! J Med 1939, 260, 619 
U 'f. 1959 i 123, 

16 Utbciaan J,Kdlogs,F \ez: Engl J Med 1960 262,999 
Agostoai TagUetti A. Proc So^ exp 
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fibrm deposits ma> gradually accumulate and form 
mto membranes after the onset of respiration Agam, 
deficient proteolytic acnvitj m the lung may mterfere 
vnth the alveolar hrung layer and so affect the surface 
tension m the pulmonary air-spaces Such an mcrease 
m the surface-tension is thought to promote atelectasis 

Although much work is bemg done on hyahne 
membrane, it is abundantly clear that our understandmg 
of Its formation is soil defiaent, and no effective 
remedy is m sight 

Troubled Families 

“ the State’s prmapal dutv is to assist the fairulv m 
carrying out its proper funcuons ” 

So say the Ingleb} Committee whose report,^ pubhshed 
last week, gives important and far-reachmg advice on 
means of helpmg dehnquent, disturbed, and negleaed 
children under 17 Unfortunately cause and prev ention 
did not enter mto their terms of reference, but it is clear 
that the committee beheved that the family and the 
relationships therem were the pnmary causes of later 
difficulnes, whatever secondary influences maj sub¬ 
sequently play a part—an emphasis which colours the 
recommendauons throughout The parents, as much as 
the disturbed child, need to alter their ways, and the 
committee have wisely regarded the child as a person to 
do things round rather than the patient or sinner to do 
thmgs to 

Set up by the Home Secretarv m 1956, the committee *- 
record that at that time faUmg dehnquency-rates and 
fewer mamtenance and affiliation orders set a scene 
which, if not rosy, was at least hopeful But smce then 
this trend has been dramatically reversed, so that the 
Ingleby recommendations gam much m significance and 
will be giv en prompt Governmental scrutmy 

Considenng first the ways m which help reaches the 
family, the report notes that mter-semce rivalry has, 
m the past, impaired coordmation and delayed the 
arrival of appropnately tramed workers Thus, while 
the committee welcome the help of almost any agency m 
brmgmg troubled families and children to notice, chag- 
nosis and treatment require tactful handhng and, very 
often, speaal skills not always found among those who 
concern themselves with the personal affairs of others 
A reorganisation of the various family services is called 
for, with the establishment of an mdependent “ family 
bureau” responsible only to the derk to the local 
authonty Detailed consideration of local-government 
changes was beyond the committee’s terms of reference 
and they urge further study of this matter, bearmg m 
mmd that differmg local circumstances will call for 
flesibihty m l^slation designed to ensure effiaent 
coordmation The report dedares that " there 

20 Avery, M. E. Alead J Amer J Du Chid 1939, 97 517 
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should be a general duty laid upon local authonties 
to prevent or forestall the suffering of children through 
neglect in their homes,” and such authonnes should be 
required to submit schemes for Mimsterial approval 
The only bodies, the report goes on, with the power to 
bnng a case before the courts should be the pohce and 
the local authonty—a move, it seems, away from the 
sometimes harmful multiphcity of authorities beanng on 
the family This proposal, which removes such power 
from the National Society for the Prevention of Cruelty 
to Children, is likely to be a contenuous one when 
debated m Parhament and elsewhere, but it is in tune 
with the legiumate trend towards professionahsm m 
social work The days of the keen but imtutored amateur 
are passing, and rightly so The reluctance of the com¬ 
mittee to widen “ juvenile liaison schemes ”, run by the 
pohce for cannoned offenders, springs from similar 
judgment 

Tunung to jurisdicnon, the committee note the trend, 
over the past century or so, towards separate provision 
under the criminal law for the young and, more and 
more, towards emphasis on the welfare of the child as 
the overriding concern This has led, the committee 
bcheve, to mconsistencies The principle of criminal 
responsibihty and punishment for a certain act m a 
judiaal settmg has become uncertainly combined, by 
statute, with the obhgation to serve the child’s best and 
broadest mterests Thus a trivial offence may, when the 
full appalling famdy circumstances become known to 
the court, lead to a seemingly severe and drastic disposal 
Furthermore, the widenmg of the court’s function m 
1908 and 1933 permitted a child to be sent to an approved 
school (a severe pumshment very often) for the non- 
criminal offences of being “ beyond control ” or in need 
of “ care or protection ” In rethinkmg the place of 
juvemle courts the comimttee concluded cauuously that, 
however much a chdd may seem hkely to benefit from 
interference by the State, compulsory intervention 
should not be applied except for the clearly defined and 
well-known reasons that already obtain The basic 
pattern of courts, too, ivith lay justices still finds favour 
with they committee, though they concede some virtues 
to the non-judicial tribunal 

The trend away from cnmmal jurisdiction, however, 
should be urged forward, notably by raising the mmi- 
mum age of criminal responsibihty from 8 to 12 years, 
and later perhaps to 13 and 14 Though an important 
change of principle, the practice of the law would not be 
as much affected by this as might be imagined Already 
offending children under 8 may be brought before a 
court and dealt vith as “ beyond control ” the court, 
under these proposals, will certainly not allow children 
to “ get off ”, indeed by the greater thoroughness of the 
procedure, Soact} may expect better protection than 
before Children under 12 would no longer be charged 
with an offence, though if such were estabhshed (under 
the usual rules of ciidence) it would count towards 
showing that tlie child was “ in need of protection or 
disaphne”—the new form of words empowering the 
court to take action The procedure would be swifter 


(cases would have to be tned within 28 days of detection, 
save m special circumstances) and more hohstic, taking 
m the whole circumstances of the case The pohce and 
local authority would consult before proceedmgs began 
Though retaimng the power to remove a cluld from 
home, the court would do so only when it was sansfied 
that his needs could not be somehow met without such 
action, and it would have the additional options of 
ordering attendance at an attendance centre or study m 
a remand home Fines and detention in detention 
centres would be withdrawn, but compensation to a 
maximum of £100 and/or costs could be demanded 
Committal to the care of a “ fit person ” would remain, 
and parent or guardian could be ordered to enter recog- 
msance to exercise proper care and guardianslup The 
court could also order supervision by a probation officer 
or other person for up to 3 years From 12 to 17 years 
procedure would be much as it is now, and the committee 
did not feel that the age-hmit of 17 for juvenile courts 
should be raised, though they wondered whetiier a sort 
of half-way “ youth court ” for ages 17 to 20 or 21 might 
be examined further 

The committee beheve that the court needs to be much 
more active with the parents, summoning the attendance 
of both, bringing home to them their share of responsi¬ 
bihty, and offering support where it is practicable The 
verdict of the court—so often a source of grievance— 
would be explained to them as far as possible Treatment, 
where compulsory, appears as punishment, and the 
committee admit that in practice it is impossible to 
distinguish between them On the other hand, parents 
would no longer have the right to bring children before 
the court as “ beyond control ”, though appeal to the 
local authority might sometimes have the same effect if 
no other solution could be found Here, however, 
parents would not appear in the role of prosecutor, and 
the need for them to make damaging and rejecting 
statements towards the child in pubhc would be 
reduced 

The greater part (some 400 out of 550 paragraphs) of 
the report is a review of adrmmstraave detail arising 
partly from this survey and related to courts, sentences, 
and corrective institutions Few of the numerous 
recommendations will be disputed, nor are many of wide 
interest, important though they arc Thus, an adequate 
course of traming is recommended for all juvemle-court 
magistrates, who should usually be lay people, appointed 
between about 30 and 40 and retirmg at 65 Better 
court-room accommodation for the children is needed, 
and the report calls for removal of all legal obstacles to 
accelerate the disposal of cases involving child witnesses, 
plus closer haison with adult courts where necessarj’ 
The committee approved the attendance-centre prin¬ 
ciple sufficicndy to want to lower the mimmum age to 
10 and to widen the categories of offenders treated 
there For detention centres, however, a uniform 
3-month sentence should take the place of the present 
shdmg scale between 1 month and 6 (for under Hs 
only), and the committee are surely right m pressing for 
compulsory aftercare for a further 6 or 12 months 
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Approved schools are left much as they are, with a feu 
hopeful f^lls for mter-school staff discussions and better 
psj chiatnc faahnes, staff, and aftercare Recent months 
have made it clear that all is far from uell among the 
approved schools, but from present knowledge it is 
hard to see how the committee could go further than 
the} have, timi d though their recommendations seem 
Fmall}, the committee want to extend somewhat the 
prosecution of cruel parents (to take m mental suffermg 
short of acmal derangement) and to mcrease the penalnes 
to £100 or 6 months’ impnsonment or both, though at the 
same time full use should be made of residential traimng 
and soaal aid 

In sum, these proposals do not seem to conflict with 
any of the many other Governmental reflections of 
recent jears, and thej all have it m common that the 
big problem m reahsmg them is shortage of staff and 
money (We have now heard finm so man} com¬ 
mittees that a “ survey of reports ” might help to place 


the future of our soaal services m comprehensive 
perspecnv e) There is httle of d}mamite m the Ingleby 
recommendanons Juvenile-court orgamsanon, m 
particular, has been left largely alone, to the disappomt- 
ment, imdoubtedl}, of many But the committee have 
reached a qmte surpnsmg degree of unaninuty after 
their 4-} ear pilgrimage, and few' who adv ocate sw eepmg 
changes have giv en such careful thought to the imphca- 
tions These proposals, m the present state of thera¬ 
peutic knowledge, are probably as far as w e should go and 
must can}' an excellent chance of early Parhamentary 
acceptance Coming when voluntary acceptance 
of child and family gmdance services is spread- 
mg and when compulsor}' treatment for “psycho¬ 
paths ” IS becommg possible under the National Health 
Service we have now the foundauons of an excellent 
serv'ice for children The w'lsdom of this report cannot 
be m doubt, and the sooner it all happens, the better it 
will be for ev er} one 


Annotations 


SOCRATES IN HARLEY STREET 

Some two jears ago, m a week when medical educaaon 
was being considered at a formal conference in London, 
we pnnted a less orthodox discussion of the same problems 
in our peripatetic columns It began 

Alobiades Tell me, Socrates, how can we be sure that 
our doaors are w ell trained ^ 

Socrates Do you think it nght, Alabiades, that we 
should say of a pudding that it is good or bad ’ 

Alobiades Certainly, Socrates 

Socrates It must be possible then to distmguish a good 
puddmg from a had one ? 

This learned ballon d’essai pleased readers, author and 
editor Socrates was offered a column of his own, and 
throughout 1959 under the headmg of “ Dialogues of 
Today ” he and his disaples debated in our columns some 
of the social and moral uncertamues of medicme and 
humamty, of our time and all tunes Because the dia¬ 
logues deal with problems which belong not onli to 
medicme and not only to this countrv, we have reprinted 
them as a small book (with paper covers)^ for the con¬ 
sideration of all who en)oy a good argument 
The dialogues range fixim birth control to death 
control, from ways of consututmg a committee to the 
reasons for consututmg a college, from the atomic bomb 
to less final methods of retirement But if the matter is 
senous the manner is never heavy No dogmauc con¬ 
clusions are offered and the reader is left to conunue the 
debate with his own friends—and perhaps with himself 
The anonymous author admits that he has chosen the 
conv ersauonal form with prov'ocauve mtent His mtro- 
ductory quotauon, borrowed from David Hume, another 
wnter of dialogues, describes dialogue wnung as pecu¬ 
liarly suitable for a topic which is obvious but important 
cr for one which is so obscure and uncertain that the 
human reason can reach no fixed detennmauon with regard 
to It “ Reasonable men,” Hume adds, “ may be allowed 
to diff er, where no one can reasonably be posiuve Oppo- 

1 on the Health Service 1960 London The Lancet Ltd. 

VS rcS , Ohtamahlc from The Lascei 7 Adam Street London, 

W C.2 (postage 5tf) 


Site sentiments, even without any deasion, afford an 
agreeable amusement ” We hope that all our reasonable 
readers will find agreeable amusement with Socrates 

CHOLESTATIC VIRAL HEPATITIS 
EV'EN before the 1939-45 war it was recogmsed that a 
vary'ing but small proporuon of cases of epidemic viral 
hepauus differed from typical cases in the difficultv with 
which they could be distmguished from cases of extra- 
hepanc biliary obstrucuon t Histologically the hver in 
such cases was charaaensed by the extreme mildness of 
the parenchvmal lesions and their restncted focal dismbu- 
Uon, the conspicuous features were multiple intralobular 
plugs of bile and moderate to severe infiltration of the 
portal tracts with both mononuclear cells and poly¬ 
morphs Hitherto deviauon from the more usual pattern 
of the chsease has not been satisfactonlv explamed 
Dubm et a] on the basis of their experience at a U S 
Armv Hospital m the years 1951-53, suggest that the 
cholestatic form of hepauus may be due to a vanant of the 
usual virus Their chmcal material comprised 93 cases of 
viral hepatius m which biopsy' of the hver was under¬ 
taken withm twenty-one day's of the onset of jaimdice 
By means of clearly defined criteria these cases were 
classified mto four types Ty'pe A showed the diffuse 
necrosis with very shght bile stasis that is typical of 
classical viral hepauus Type B was similar, but mtra- 
lobular plugs of bile mdicated some added cholestasis 
Type C was characterised by focal distnbuuon of the 
parenchymal lesions and predommance of cholestasis In 
type D parenchymal necrosis was negbgifale, the changes 
consisting almost entirely m bile stasis and cellular 
infiluauon of the portal tracts Pauents with lesions of 
types A or B were regarded as havmg classical viral 
hepauus, and those with lesions of types C or D as 
havmg the cholestanc form When the cases were 
classified mto serum hepauus and infecuve hepauus 
accordmg to whether or not the pauent had received a 
transfusion of blood or blood product in the six months 
precedmg the appearance of jaundice, correlauons 
appeared between serum hepauus and the classical picture 

1 Eppingtr, E Die LeberkranJiaten. VJtnna 1937 
^ ^ LeGolvaa.P C Murph>,L C Hrnfr y 
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and between infective hepatiHs and the cholestatic form 
This, however, was contrary to the results of all previous 
studies, and further analysis showed that the more 
probable correlation was between the variety of the 
disease and the area where it was contracted Thus of tlie 
36 patients with serum hepatitis, of whom only 5 belonged 
to the cholestatic group, 30 had been transferred with 
their disease from the Far East, whereas of the 54 patients 
with mfective hepatitis, of whom 21 belonged to the 
cholestatic group, only 8 were from the Far East and 
46 were of local origin All 21 cases of cholestatic 
hepatms occurred among the 46 local cases of infective 
hepatms which suggests that the local epidemic virus 
had a remarkable predilection for mducing the cholestauc 
form of the disease Since no other factors, such as 
exposure to drugs or toxins, were apparently responsible 
for this distnbuuon of the cholestatic form, Dubin ct al 
feel )ustificd in attributing it to some special property 
of the virus The even higher incidence of this form m 
the epidemic in Dellu described by Smetana “ can be 
token as evidence of widespread distribution of this 
variant of the infective-hepatius virus 


THE GENE 

In a British Association Granada lecture dehvered in 
London on Sept 27, Dr G W Beadle, professor of biol¬ 
ogy at the California Institute of Technology, surveyed 
mechanisms of heredity There seems to be no doubt that 
It IS the cell nucleus that contains the primary hereditary 
message, the gene being the simplest unit of biological 
instruction, and some 10^-10“ of them being necessarily 
present in every human egg The only nuclear constituents 
of sufficient complexity to carry such a message are the 
proteins (linear polymers of some 20 different ammo- 
acids) and the desoxyribonucleic acids (d N A ) (hnear 
polymers of only 4 different nucleotides) Evidence 
favouring d n A as the carrier arose initially from the 
demonstration that bacterial transforming factors (which 
cause a typical inherited change in some pneumococci) 
were composed almost entirely of d n A but perhaps the 
most direct proof came from a study of a bacterial virus 
with inheritance characteristics known to be particulate 
These bacteriophages consist of a protein coat surroundmg 
a core of D N A , and electron microscopy had suggested 
that the protein coat did not enter the cell during the 
process of infection The protein coat was therefore 
labelled with ’^N and the d N A with ^ P, and it was 
conclusively shown that only the D N A entered the cell 
Thus since these viruses have genes, and since only viral 
D N A entered, the viral genes must be d N a 

The double-stranded d n A molecule,® where the 
sequence of nucleotide units in one strand automatically 
determines the complementary sequence of its partner, 
gave a clear indicauon of how accurate rephcation could 
occur prowded that sufficient energy was available to 
separate tlie two strands by some sort of untwisting 
process' There is ccrtamly enough D N A in a smglc 
human egg to carr> all the rcqmrcd informauon, for about 
10’" nucleotide umts exist in the 46 chromosomes of the 
fcruliscd egg (ignonng the sex chromosomes), and such a 
number is probablj sufficient to encode the contents of 
some 500 large books 

r^metina, It E in Hepatitis Eronticrs Uosion 1957 

4 A\cr>iO T,McLeod,C M.McCartj.M 7 MM 1914,79,137 

5 Sec /-an cr, 1959 ii 655 

6 Watson,! D Crick, E J C Lend 1953, 171, 964 


The gene, then, can be thought of as a segment of the 
D N A cham, perhaps some 1000 nucleoude pairs in size, 
and the process whereby such a gene may direct the 
synthesis of an enzyme involves transferring the code to 
ribonucleic acid (r N A ) (known to be associated with the 
cliromosomes at certain times) by some kind of template 
system The nuclear r N A then passes to the cytoplasm, 
where it becomes incorporated into the microsomes 
Special segments of this R N A bind and activate specific 
ammoacids, wluch arc thereby held in the correct order for 
the synthesis of the particular enzyme This type of syn- 
tliesis probably occurs only when the enzyme substrate is 
present—so providing a necessary control to prevent every 
cell from undertaking all possible syntheses In tlus way 
differentiation may be controlled by environment A clear 
example of such genetic control of enzyme synthesis is the 
inlierited condition of galactosxmia, where the patient 
wholly lacks the enzyme which changes galactose into a 
usable form 

Mutauons can be thought of as alterauons of tlie 
sequence of nucleotides in the gemc D N A either 
chemically (for example, mtrous acid changes D N A amino 
groups into hydroxyl groups and so upsets the hydrogen 
bonding on which accurate rephcation is thought to depend) 
or spontaneously under the influence of natural radiauons 
Only occasionally, however, does such a mutation lead to 
an organism of increased reproductive fitness and so to a 
permanent evolutionary change 

Professor Beadle ended by suggesting that paths now 
seem open, beginning with a universe of hydrogen, to an 
evolution through other elements, simple morgamc and 
then organic compounds, then through more complex 
organic systems to polynucleoudcs and proteins, the 
simple virus-hke molecules, simple cellular systems, and 
finally to man lumsclf 


FROZEN BLOOD FOR TRANSFUSION 


The Cohn fracuonator' is designed to separate 
mdividual half-htrc umts of blood into the component 
parts—red cells, platelets, and plasma—and to wash the 
red cells free from plasma It consists of a bowl centrifuge 
whose temperature can be kept constant, and whose bowl 
and associated containers can be sterilised Haynes et al 
have been usmg this machine for the long-term preserva¬ 
tion of blood for transfusion The cells are washed with 
solutions contaimng up to 50% glycerm, then frozen at 
— 80°C or — 120°C, and after storage for 1 to 44 months 
thawed, deglycenmsed, and reconstituted witii an appro¬ 
priate diluent According to rcqmrements, the cells can 
be resuspended in sahne, their own scrum which has 
also been frozen, or 5% human albumin in an isotonic 
salt soluuon, to which can be added, as needed, buffers, 
globulm fracuons, or components of clotung systems Of 
the red cells taken from the donor, 82% reach the recipient, 
and these seem to survive m his circulation as long as 
fresh cells Results have been so sausfactory that this 
frozen and reconstituted blood has been m routine use 
at the U S Naval Hospital in Chelsea, Mass, for more 
than a year So far over 1000 units have been admmistcrcd 
without trouble, Haynes ct al remark that febrile reactions 
have been remarkably few, and hcpatius has been absent 
The cost of these benefits is considerable Rough 
costing suggests a figure of about £6 per i^t, excluding 
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building and heanng, and a team of sis ■'v orkers using rw o 
fcacnonators can process onlv 200 units monthlv Manv 
London hospitals, deahng vath 15,000-20,000 mpanents 
a year, may need over 500 umts of blood m a month 
This would call for five fractionators and a team of 
twelve or fifteen, besides the esistmg Stas’ of two tech¬ 
nicians and a part-time doctor The cost of each bottle 
of blooa for transfusion would nse from the present 
£l 25-1 5 to somethmg like £6-7 Further, such hospitals 
use blood chieflv to treat unexpected hsmorrhage, 
relanvelv hnle blood is used for elective surgerj or for 
the treatment of anserma, so a large supph of fresh, or 
already reconstituted, blood would hate to be kept on 
hand Now that the madence of post-transfusional 
hepanns has been reduced to 1 m about SOO transfusions, 
there seems to be httle pomt in pronding this expensive 
equipment for mdividual hospitals 
On the other hand, there mat be a case for setting up a 
few processmg umts for blood of unusual groups \ ery 
rare red cells such as -D-, could be reserved against need, 
and a moderate stock of blood of the less common groups 
which mav be needed for extracorporeal orculanons could 
be established In the past few months, because mant 
regular donors have been on hohday, there has been a 
shortage of blood of aU kmds,^ which fominatelv has lea to 
nothing more serious than the postponement of elecnve 
operations for a week or two, it might be possible to 
store blood collected m the autumn, winter, and sprmg 
against the needs of the summer But such a project 
13 bound to be expensive, and it is doubtful whether it 
would produce more benefits than would half the monev 
spent on somethmg else 


SHINGLES AND CHICKENPOX 


^esselhoefc,' m dekvenng the sixteenth Charles Value 
Chapm oration, took the opportumtv to review past and 
present ideas about the nature of chickenpox and shmgles, 
2nd gathered mto a valuable bibhography accounts of 
expeiunents and observations from many sources Those 
who thought that 'WeUer and Coons ^ ® m the laboratory, 
2 nd Hope-Simpson' m the field, had convmced the 
medical profession of the umtary nature of vancella, 
however contracted, may be disappomted by the note of 
2gaosucism on which he ended his address 
The journals tend to give more space to rare than to 
common events, and this predominance mav disturb the 
balance of a comprehensive review Rare occurrences 
8re mformanve and must nor be dismissed, but, soil less, 
common pattern of behaviour of a disease should not 
be overlooked There is a real danger of missmg the 
■wood for the trees, especially rare trees 
The common relation between shmgles and chickenpox 
la as follows Both can cause chickenpox m suscepnble 
contacts, though the risk of this happening after contact 
■'nth shu^es is less than a third of its happening after 
^ncact With chickenpox. In either case the resultant 
uisease is, by chnical, epidemiological, and virological 
ordinary chickenpox On the o^er hand, neither 
chickenpox nor shmgles gives nse to an attack of shingles 
contacts, whatever their previous historv of either 
^j^se This is the usual partem shorn of rare exceptions. 
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and It detemunes the epidemiological behaviour found m 
pracnce—nameh, that chickenpox appears m epidermcs 
when aggregations of suscepnble persons are effectively 
exposed to cases of chickenpox or shmgles, but that 
shmgles does not itself appear m epidemics and is 
mdependent of epidemics of chickenpox 

For the “ dualist ” who holds that there is a distmcnon 
between ordmarv and zoster-mduced vancella there is a 
diScultv that seems never to have been adequately 
considered How far backwards must the antecedents 
of a case of chickenpox be traced before it can with 
certamtv be classified as “ ordmarv ” and not “ zoster- 
mduced ’ ’ Are ten generanons of ancestry to be 
considered adequate evudence, or a hundred or a 
thousand^ One observer traced back an outbreak for 
twelv e months and classed it as “ ordmarv vanceUa ” 
Had he, by pushing the inquiry still further mto the past, 
found that the outbreak m fact stemmed fimm an ongmal 
case of shmgles, he would have been compelled to 
reclassifv it as one of “ zoster-mduced v anccUa ” Except 
m remote areas it is seldom possible to back-track m this 
wav with anv certitude, and, m such remote regions, 
outbreaks are commonlv found to stem either firom a 
local case of shmgles or from a case of chickenpox 
imported from more crowded areas where further 
mvestiganon of the hneage of the virus is difficult On 
all the evidence, it should surelv be conceded that there 
IS onlv one chickenpox, which can be caught either finm 
another case of chieienpox or frnm a case of shmgles 

Much r em ai n s to be understood, foremost the nature 
of shmgles itself If, as seems likely, it is due to the 
reacavanon of latent chickenpox virus, where m the 
bodv IS the latent remnant ’ Do all who have had chicken- 
pox depend upon the survival of this latent brood for the 
preservation of their immunity ’ How is the svmbiosis 
disturbed so that a harmony of mavbe fifty vears breaks 
down, the eruption develops m a dermatome, and 
infectious chickenpox virus escapes mto the environment ^ 
On quesnons such as these heht may be shed bv the more 
unusual happenmgs, the anomahes and exceptions to the 
common pattern desenbed above The least uncommon 
anomaly is the occurrence, usually m children, of a 
zoster durmg a pnmarv attack of chickenpox—an apparent 
exception to the rule that contact with chickenpox does 
not give nse to shmgles Much rarer are those cases m 
which shmgles in an adult appears to have been caused 
by contact with another case of shmgles or a case of 
chickenpox. How imcommon this is was shown by a 
prospeenve study of thousands of contacts of cases of 
chickenpox and shmgles of whom not one developed 
shmgles Nevertheless cases have occasionaUv been 
recorded m carcumstances that make them v ery unhkelv 
to be fortuitous Agam there are a few records of attaclK 
of zoster-mduced vancella faihng to protect against 
subsequent exposure to chickenpox All such riities 
must find their explanation m a more complete imder- 
standmg of the two diseases, but m the meantime they 
should not be allowed to obscure the picture which I's 
already emergmg 

Even if some laboratory refinement should m the future 
discover a recogmsable pecuhantv of vims newly released 
by an attack of shm^es ftrom its rntraceUiilar confinement, 
the mterestmg observanon would no more disturb the 
snological picture than a similar findmg m spirochstes 
ftom late cases of syrphihs would unsettle our present 
conception of that disease 
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MEDICINE AND THE NEW AFRICA ^ 

The Passing of Colonialism South of the Sahara 
H S Gear 
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FORMERLY CHAIRMAN, EXECUTIVE BOARD, WORLD HEALTH ORGANISATION, 
DEPUTY CHIEF HEALTH OFFICER, UNION OF SOUTH AFRICA 

Africa south of the Sahara forms a umt of countries 
with many common features Because of early remoteness, 
chmate, and disease, it was until lately isolated from 
Europe, and so lacks wntten history Its peoples—Bantu, 
Negro, Hamite—have many common physical and social 
characteristics It is the Africa of the tropics and semi- 
tropics, with desert, jungle, heat, and sun obtrusive -It 
has been the region of the world most affected by 
European colomahsm It has had an evil name because 
of the men, especially those coming from temperate lands, 
who have been killed or disabled by its sicknesses 

European influences were first brought to the contment 
by explorers, missionaries, traders, and prospectors In 
the 19th century the Colomal Powers, scrambhng after 
them, launched tribal Afnca into the Western way of hfe, 
and brought it preapitately mto the material and techno¬ 
logical world created by the Industrial Revolution 
Through the colomal agents of this world phenomenon, 
Africa was m time largely freed from the bhght of tribal 
massacres, slavery, starvation, and epidermc disease 
Today Africa is impatiently graspmg the outward forms 
of sovereignty More than half her peoples will achieve 
pohtical mdependence this year, and before the decade 
IS well advanced the rest will almost certainly have 
followed Colomahsm will then have vamshed and new, 
and largely mexperienced. States will be strugghng with 
the daunUng social problems of emergmg millions This 
fact, partly pohtical though it may be, directly affects 
the future of medicine m Africa 

The astomshmg reduction m the amount of disease 
durmg the past 60 years has been possible because 
colomahsm gave Africa a phase of social stabihty with a 
nsmg economy, and the whole paraphernaha of good 
central and local avil admimstration Western medicine 
had then its opportumty to prevent and cure disease 
“ en masse ” 

Western ideas have moulded the form mediane has 
taken both in sovereign countnes like the Umon of South 
Afnca and the Federation of Rhodesia and Nyasaland, 
as well as m the Colomal territories of Belgium, France, 
Portugal, and the Umted Kingdom In this medicme 
there has been a sigmficant place for the medical mission¬ 
ary, the private practitioner, the medical professional 
assoaation, the autonomous umversity with its medical 
school, and the pubhc but unofficial research msotution 
It has been a medical system constantly nourished and 
refreshed from the European home countries 
But, though this European form of medicme has 
given a place to the non-govemmental and the non- 
official, most medicme m Afnca has a strong offiaal 
character The hospital and chmc services of South 
Africa and the Federation and the general Colomal 
Semces, despite their Western ongm, are largely offiaal 
and depend on Government funds for providmg free or 
subsidised services 

If the futur e held no other obstacles, the offiaal 

•Based on a lecture dclnered under the auspices of the Insutute 
for the Studj of Man m Africa, Johannesburg, on June 14,1960 


nature of most of the developing African medical systems 
would create difficulties enough This official bias wiU 
be continued by most forms of external aid It makes 
uneasy those who would like to see the individual doctor 
and the non-offiaal orgamsation claim a worthy place 

Medicine, in a full sense, today only achieves results 
if there is an adequate commumty with law and order, 
effiaent avil admimstration, good commumcadons, and 
a sound economy In other words the good health of a 
commumty needs not only good doctors, but also well-run 
ades, villages, and country districts with suffiaent food, 
pure water, efficient waste-disposal, proper housmg, and 
all the other advantages of good government Inevitably 
the changing pohdeal and social scene m Africa will alter 
the future of medical and other pubhc services 

UNITED NATIONS AID 

The New Africa is being moulded by external as well as 
internal forces The most important sdmulus comes from 
the Umted Nadons family, with the World Health 
Orgamsadon as the agent responsible for health and 
medicme It is perhaps not fully reahsed how great a 
change is bemg wrought by the Umted Nadons agenaes, 
even though they are intergovernmental and not super- 
governmental orgamsadons 

Delegates from African States appear m ever-growing 
numbers m the councils of the world and many already 
have been effeedve office-bearers African regional and 
other offices already represent the U N Economic Com¬ 
mission for Africa, the UN Techmeal Assistance 
Admimstradon, the Food and Agriculture Orgamsadon, 
the World Health Orgamsadon, and the U N Children’s 
Fund Most of these directly or mdirectly affect health 
programmes, and as a group are not msigmficant m power 
and resources 

A stream of people—consultants, technical experts, 
advisers, and others—are bemg directed by the UN 
group mto Africa Another stream flows out carrying 
delegates, committee representadves, and postgraduate 
fellows and students 

People movmg m and out of Africa as part of its tech¬ 
meal and saendfic evoludon are not a novelty But there 
IS somethmg very different about the flow sponsored by 
the Umted Nadons family The volume is more impres¬ 
sive and It IS directed to and from many more countries 
U N consultants and techmeal experts now working m 
Africa come not only from the Umted Kingdom, France, 
and the other colomal countnes, but from North and 
South America, the whole of Europe, and several Asian 
countries The Africans travelhng overseas for expenence 
and traimng also visit a much wider range of countnes 

The techmeal aid m medical fields is massive It is 
gladly accepted by the new African States without the 
imdue sensidvity they someumes show to aid offered bj 
mdividual foreign Governments As a result, the organ- 
isadon of hospital services and chmes, and the training 
of doctors, nurses, and other staffs have been speeded up 

A fundamental pnnciple m this form of external 
techmeal aid is to be noted Smee the Umted Nations 
system is offiaal and mtergovemmental, it works through 
national governmental services It is thus a force which 
quite properly creates and strengthens offiaal and 
governmental services m the countries it helps B 
supportmg offiaaldom everywhere, and will increasingly j 
do so m the future African medical and other services j 
This IS satisfactory provided non-govemmental organ- I 
isations and arrangements are not neglected i 
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OTHER INTERGOVERNMENTAL ARRANGEMENTS 

The passing of direct colonial control and the arrival 
of Umted Nauons technical aid do not mean that the 
Colonial Powers have given up all responsibihty for 
emerging Africa They are helping in the development 
of such thmgs as general adnumstrative services, umver- 
sines, hospitals, rural chmcs, research institutions, 
water-supplies, and roads Their hope is that if the new 
countries have sound pubhc services the transfer of 
authority to peoples who, though pohtically acDve, are 
on the whole admimstratively and techmcally ine\pen~ 
enced will be smoother 

It is not only the old Colomal countries which are 
eager to help the New Africa The Umon of South Africa 
has often and offiaally stated that it wishes to draw on its 
own nch techmcal resources to help the rest of Afnca 
Such help has already been given in many ways 
Several South African scientists have visited other African 
countnes, some have served as consultants, a few students 
&om other temtones have been trained m the Witwatersrand, 
Cape Town, and Durban Umversmes and medical schools, 
some research teams have worked on general Afncan problems, 
and the South African Insutute for Medical Research is used 
by many medical services as far away as the Sahara It is also 
part of several mtemauonal scientific networks—e g , m virus 
diseases, spirochsetal infecuons, bilharziasis, malaria, and so on 
However, it is doubtful if South Africa yet plays a part 
proportionate to her techmcal resources Compared 
with the many saentists and doctors workmg m the 
New Africa who have come from Britam, France, and 
other European countnes, or with the hundreds of under¬ 
graduate and postgraduate Afncan students who flock to 
other medical centres. South Africa seems mactive Yet 
unless she vigorously develops this two-way exchange 
of medical saentists and students, her own medicme and 
saence may langmsh as an mtemational or Afncan force 
A mote recent feature of mtergovernmental technical 
Old to Africa IS the bilateral governmental system Its 
first great advocate was the Umted States of Amenca, and 
Africa has benefited hberally Amencan medical rmssions 
are important now m many Afncan states, and there is 
a steady stream of Afncan students to the great medical 
and pubhc-health schools of the Umted States She is 
keen, too, to cooperate with local groups m research mto 
file many tropical and other diseases which are still 
difiicult to control or treat such as bilharaasis, mal¬ 
nutrition, and many parasitic conditions 
But the Amencan bilateral programmes are havmg 
some unexperted imitators The Commumst countnes 
I are already at work m many fields, mcludmg medicme, 

; 3iid It is probable that the Chinese will also jom m sending 
I techmcal experts and attractmg fellows and students from 
tfie Afncan States 

NON-GOVERNMENTAL INFLUENCES 

; The pioneers of Western medicme m Afnca, as else- 
/ where, were not offiaals but private doctors, and the 
. *nedical missionary was the pioneer of the pioneers For 
/ a hundred years these courageous and selfless people have 
; hcen among the great medical and soaal hberators of 
/ Afoca Them work, generous and mdependent, goes on 
(■ Today It is perhaps agam cntical If tolerated m the new 
,i countries, these soaeties could be a valuable mstrument 
1 continuing the spint and practice of personal and non- 
official medicme of the best type 
( ^ '^us earher mevitable, m tropical and tribal Africa, 

tor the Colomal Powers to break the shackles of epidetmc 
^d endemic disease by mtroducmg modem medicme 


through official services So, with the important 
exceptions of the larger European commumties, the 
private doctor has not been a force 
Again, with the exception of South Afnca and 
Southern Rhodesia, medical and nursing professional 
associauons have had an insigmficant mfluence on medical 
and health pohcies m Africa compared with the part they 
have played in Europe and Amenca The professions are 
generally a sound influence on official mmistnes, for 
m considenng national health problems they usually hold 
more than a narrow professional view They contnbute 
wisdom and expenence and usually add to the matunty 
of the commumty It is, therefore, unfortimate that 
strong professional associauons with a backbone of 
mdependent doctors seem unhkely to develop m the 
newer Afncan States 

Yet, paradoxically, one of the dangers threatenmg 
medicme m Africa is the private doctor who abandons the 
ethical code of his profession The charlatan m Afnca is 
already playmg on the creduhty of the naive and supersti¬ 
tious He may be witch-doctor, masqueradmg doctor, or 
qualified practiuoner prostituting his calling The new 
States, therefore, have a clear responsibihty to protect 
their people from exploitauon But the State will not 
succeed m this aim vvithout a medical profession of the 
highest mtegnty keen to keep its own house m order 
Industry has also contnbuted to Afncan medicme 
Most large mdustnal orgamsauons have acknowledged 
their obhgation to protect the health of their commumties 
In the gold, copper, and tradmg mdustnes of South 
Africa, the Rhodesias, the Congo, and West Africa 
hundreds of thousands of workers are given health and 
good physique and learn much about keepmg themselves 
fit durmg the years of their employment Much of this 
knowledge difiuses mto the kraals and villages Hence the 
position of mdustry m the new States is of concern to 
medicme If they accept that private mdustry can 
contnbute to the economy, this will open a useful 
opportumty for non-govemmental medicme 
Another non-govemmental agent which could do 
immeasurable good for medicme m the New Afnca is the 
large philanthropic or pubhc Foundation In Africa the 
Rockefeller and other Amencan foundations have been 
jomed by the Nuffield FoundaUon, whose support for 
the estabhshment of a vigorous and modem medical school 
m Sahsbury is hkely to be one of the germmal events m 
Central Afncan medicme As Afnca changes from 
colomahsm, the great Foundauons, both Amencan and 
Bnush, will have an opportumty of service greater than 
m the past They are altrmstic, objective, generous, and 
free of pohucs and bureaucracy They thus can balance 
the help commg to Afnca from the mtergovernmental 
agenaes—mululateral or bilateral—^with the best type of 
non-govemmental support It will be unfortimate if the 
new States are tmwillmg to mvite the Foundations to 
help m the large new medical, techmcal, and social 
programmes for which they wiU soon be responsible 
A final example of non-govemmental health and 
medicme is the voluntary orgamsauon In South Afnca 
and the Rhodesias, and to a lesser extent m the Colomal 
Temtones, such bodies have been valuable, and it is to be 
hoped that the New Afnca will encourage the work of 
volimtary groups, pamcularly m child and maternal 
health, first-aid, acadeut prevention, and soaal welfare 
But many orcumstances are agamst them, especially 
if the new States loosen then Western relationships 
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SOCIAL TRANSFORMATION 

The New Africa to which medicine must adjust itself 
IS as much a product of social, includmg economic 
change as of the more obvious pohtical movements 
These social changes—m such thmgs as education, 
economy, agriculture, mdustry, science, and commumca- 
tions, and m rehgion—have been accelerated by the results 
of Western mediane The reduction of pesDlence, as 
much as the control of famme and tribal warfare and the 
abohtion of slavery, launched the African social revolution 
Now, along with the present pohtical and nationahsac 
movements, these social forces are mfluencing the future 
settmg for African health and mediane Indeed the 
replacement of the social customs of tribal Africa, by 
something modelled on, or influenced by, external ideas 
and examples, is happemng too rapidly for medicine and 
the other social services to keep pace Even if these social 
forces are not diverted or delayed by pohncal troubles, 
medicine in the New Africa wiU still have to face problems 
very different from the old 

One IS already ommous—the growth of population 
Released from the old checks of slavery, starvauon, 
tnbal war, and preventable disease, the annual rate of 
increase in some terntories is already 3% People are 
migrating into the towns and factories, and large urban 
and industrial populations may place an imbearable 
demand on pubhc, including medical, services The 
witch-doctor is no longer supreme Old fears have gone, 
so that hospitals and chmcs are bemg swamped, and over¬ 
worked doctors and nurses are driven to exhaustion 
Africa, like most other developmg countries, has too many 
ugly and squahd towns and villages, and yet their 
inhabitants increase relentlessly to make slums more 
depressing and dangerous Only watchful samtary 
adnumstration and good fortune seem to explam the 
relative absence hitherto of serious disease 

Another feature of the soaal transformation of 
importance to the medical reformer is the growmg 
emancipation of the African women In much of Bantu 
society women sull lack freedom and are only slowly 
traming as midwives, nurses, health visitors, or teachers 
Sufficiently educated girls are deplorably few to meet 
the urgent demands of nursmg and teachmg 

CHANGING PATTERN OF DISEASE AND DISABILITY 

Africa’s reputaUon has not yet recovered from the 
casualties among those who m earher days came to 
explore, trade, or fight Portuguese nussions defeated 
by fever, Mungo Park’s expediUon endmg m disaster, 
Dutch, Damsh, French, and British trading-posts on the 
West and East coasts enlargmg their cemeteries daily, 
the decimation by typhoid and dysentery of the South 
African, and by the malaria and dysentery of the East 
African campaigns of the first world war—these and many 
more gave a sinister name to the chmate and disease of 
Africa 

Before medical science imravelled the maze of tropical 
disease, the hazards of Africa seemed to he m its 
mahgnant chmate Sun, swamp, heat, miasma—all were 
accused However, recogmtion of the true situation has 
seen the dramauc conquest of most of Africa’s pesti¬ 
lential and tropical diseases Not only is the mdigenous 
African populauon doublmg itself every 30-40 years, but 
European famihes are hving happily and healthily even 
m such dreaded areas as the West Coast and the Central 
Afncan Vallejs If one of the 18th or lOth-century 
Europeans returned, he would perhaps be chiefly amazed 


by the contempt of the modems for the huge pith helmet, 
red spinal pad, and abdonunal or cholera belt which he 
considered an essential protection agamst ±e baleful 
African sun and chmate 

Today we have gone a long way towards separating the 
chmatic and environmental from the commumcable and 
nutriuonal factors m the cause of African disease The 
greatest triumphs were the discovery of the causes and 
methods of treatment and control of the tropical fevers 
The devastatmg epidenuc and endemic diseases of 
previous centuries are now cowed Yellow fever, malaria, 
sleepmg-sickness, smallpox, dengue, yaws, and many 
more are shadows of their former selves The blame 
placed on tropical and African chmate is now known to 
have been much exaggerated Now we know that an 
efficient samtary system and a good diet can make nearly 
all Africa tolerable and healthy 

Formerly nearly all the dangers to life lay in communicable 
disease carried by mseas or infected food or water Climate 
was indirecdy responsible m that it gave these diseases the 
medium for their propagation With disease reduced or 
ehmmated, tropical climates become themselves less fearsome, 
if still uncomfortable Today we know much about the direct 
effects of sunlight, heat, and humidity Unpleasant though 
extremes of these may be, their effects can be borne more toler¬ 
ably by applymg the present knowledge of the human body’s 
capacity for acclimatisation and adjustment Much of tius 
work was shown on the Witwatersrand—e g, the regime of 
adjustment to work, environment, heat, and humidity applied 
m the mmes The human power of physiological adaptation, 
combmed with modem housing and work places, and, if 
necessary, air-conditioning, is radically changmg the medical 
view of the future capacity of Afnca to support healthy human 
populations even m its more fearsome desert and jungle regions 

With the astomshing dechne of the pestilences a new 
pattern of diseases is appearing Some of these diseases 
have always existed but were overshadowed Others 
seem to be truly new, or much more virulent Others 
are a product of social change 

Examples of diseases now more prominent by contrast are 
malnutnuon and some of the dysentenes Mass famine is 
now rarely seen, but protem malnutrition has lately been 
recognised as widespread Infantile diarrhoea persists as a 
serious public-health hazard 

A group of diseases partly old and previous unrecognised, 
and perhaps partly new or more virulent, is those caused bj 
viruses Besides such well-known viruses as those of polio¬ 
myelitis, influenza, and trachoma, a whole host of new agents 
has been found m Africa Much of tlus research has been 
done in the SoutluAfrican Poliomyelitis Foundation supported 
by a team from the Rockefeller Foundation 

Two examples of conditions aggravated by the stresses m 
a society shifting from the pastoral to the modem are tubercu¬ 
losis and industrial disease Unfortunately tuberculosis is 
increasmg m nearly all African temtones, especially m the 
town and labounng groups The story of industrial expansion 
m other contments is unhappily repeated Again, increasingly 
as the New Afnca becomes industnalised, the problems of 
disease in mmes and factones will arise, especially if thi^ 
vigilance of the national health and labour administrations 
slackens 

Modem life is not only puttmg people into factones and 
towns. It IS altenng the agncultural scene More and more 
large-scale agriculture m Africa is dependent upon imgation 
This IS spreading bilharziasis and makmg the control of ns 
snail vector more difficult Several other parasitic worm 
diseases and intesunal infertions continue to cause much 
sickness and inefficiency throughout tropical areas Their 
reduction must await improved samtary services and higher 
personal standards of cleanlmcss 
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In the new pattern of disease one feature is becoming 
more and more stnkmg—acadents Even in remote 

regions of Afnca acadental mjuries are senous Every 
new road brmgs an almost mcredible number of car and 
lorry fatahaes and cnpphngs In New Africaj as m the 
rest of the world, the acadent of the home, road, and 
factory is kilhng and maimmg people and filhng hos¬ 
pitals m ever larger numbers 
As the acute diseases recede and as the chance of htong 
longer in a modem world mcreases, the so-called chrome 
degenerative conditions obtrude themselves Here, too, 
Africa shows signs of copymg the world design What¬ 
ever may be the full story of their causes and associations 
the melancholy record m more and more countries is of 
death and disabdity from heart and kidney disease, 
nerve degenerations, and mahgnant disease The mental 
afflictions, too, will probably be more obvious m the future 
Africa 

WHAT PATTERN FOR MEDICINE > 

The speed and confusion of events are unfavourable 
to prophecy, but once the transition to sovereigmty is 
achieved and a new African pohtical condition is created, 
what will be the philosophy and form of its medicme 
In an immediate techmeal sense there ivill be enormous 
tasks to shoulder The prospects of rewardmg careers will 
he before the new African doctors and nurses—suffering 
to be reheved, premature mortahty to be challenged, 
fuller and healthier hves to be sought for the growmg 
milhons They will also have an enviable opportunity to 
probe many remammg mystenes m disease They will be 
the pnvileged observers of the whole gigantic phenomenon 
of a people bemg changed by soaal pressure to accept 
new ways of life Such tantahsmg questions as the effects 
of climate and environment on energy, mental capaaty, 
physiological effiaency wiU be theirs to study Medicme 
m the New Africa will be rich m obhgation and m 
opportumty for research 

Pubhe-health and preventive medical measures to meet 
the challenge will only be effective, mdeed possible, if the 
general admimstranon is competent But even assummg 
that no disastrous weakness appears m the pubhe-health 
orgamsanons of the New Africa, its future medical 
philosophy IS stdl uncertam 

Medicme at its best is something finer than an exerase 
of techmeal skill In the medicme bemg mtroduced mto 
Afnca and other developmg regions this broader duty is 
too often neglected Yet here the need is more desperate 
than m the older lands where aU upbrmgmg supports 
understandmg of such soaal responsibdities The 
culture and avihsaUon which have produced modem 
medicme, and of which it can be a noble component, are 
also essential m the new countnes if they are to gam 
completely Medione’s true teachers and disaples give 
more to Africa than medical care m a hospital or clmic 
Then- mtegnty and philosophy are a demonstration of the 
goodness to be found m their culture This is necessary 
' if the strugghng new African medicme is to be somethmg 
more than a mere matenahstic techmque or nval to 
tnbal witchcraft, which could easily revive under a cloak 
of African nationahsm 

Western medicme m helpmg Africa should not overlook 
the need for this broader mtetpretanon of its possible 
service It should gmde Afnca to create people who are 
good doctors and nurses, but are also prepared to follow 
fearlessly the pnnaples founded over many difficult 
generanons m Europe and America This responsibihty 


wiU be more onerous m New Afnca than m the older 
settled commumties of Europe and America But the 
future African doctor, by bemg a man of mtegnty and 
pnnciple, will mcrease the stabihty of his country and the 
respect it will earn m the world 


Special Articles 


THE MINISTER ON THE HEALTH SERVICE 

Mr Enoch Powell, Mmister of Health, renewed the 
structure of the National Health Service m an address to 
a jomt meetmg of the Enghsh and Welsh Execuuve 
Counals Assoaations at Llandudno on Oct 27 He 
said 

“The Nauonal Health Service, by its -very nature as a 
comprehensive State service, holds out dangers and possibihues 
of harm as well as oppornmmes and possibihues for good We 
can never wholly eliminate the nsks and be left with only the 
oppominmes What we have to do is to discern as clearly as 
possible where those nsks lurk and what thev are We shall 
then be m the best posiuon to counteract and minimise them ” 

The service was the charmel through which flowed the 
overwhelmmgly large proportion of our national mcome 
which we devoted to the care of health and the treatment 
of the sick The fraction so devoted had not, on average, 
been much larger durmg the last decade than it was 
twenty years earher—though, of course, the national 
mcome itself had been larger and so, consequendy, had 
been the absolute amount of resources devoted to medical 
care One thing was certam as our national mcome con- 
tmued to rise, the volume of effort and resources devoted 
to health would nse Another thmg, too, was certam—that 
with the mevitable changes m the texture of soaety and 
m the content of medical knowledge and theory, the 
nature of the resources and the applicanon of the effort 
devoted to health would also alter In any given state of 
soaety and medical knowledge there was an ideal apph- 
canon of the available resources which would yield the 
greatest harvest m terms of health, wellbemg, comfort, 
reassurance—m short, of happmess We should never 
quite attam this ideal, but we ought always to be tendmg 
towards it, and success or failure m domg so depended on 
the nature and the funenomng of the channels through 
which the available resources flowed Mr Powell 
contmued 

“ It is in this context that a comprehensive State service has 
Its dangers In such a service responsibihty is mevitably 
centrahsed—m the Mimster answerable m Parliament Because 
responsibihty is centrahsed, so, m large measure, must be 
decision, smee responsibihty unphes the power to take the 
decisions for which one is answerable This m turn imphes an 
admmistranve machme which will link all the parts together and 
secure conformity with the central pohey and decisions Now, 
all this brings with it a great danger—that of ngiditj Pohcies 
uhich are formed centrally and executed adinmistratively are 
bound to be slower to change and less adaptable to alterations 
of circumstance and demand than if responsibihty were 
diffused and decisions were mdependent The great machme 
IS bound to have a one-track mmd, to be cumbrous and 
unresponsive, to abhor variations, to be msensmve to the world 
around it 

“These disadvantages apply anywhere, but m the field of 
health and medical care they can be specially dangerous Here 
IS a field m which it is the mdividual mmd, the local experi¬ 
ment, even the chance observauon, which bnng about the 
great advances The man or woman who is (as we say) before 
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his time, at whom officialdom is bound to look askance, whom 
contemporaries treat as an oddity or a nuisance, turns out to 
be the pioneer, domg the work which determmes the direction 
of future development These people need an environment 
in which they have opportumty, even encouragement, certainly 
not repression But how is the machme to know them when it 
sees them 5” 

Not only the methods of giving medical care, but the 
character of the need for it were constantly changmg 
Post-war legislation and planning for all the welfare 
services reflected the conditions of the pre-wkr world for 
It had nothing else to go on They were trymg now to 
assess the revolution of the 19503, but it might be far into 
the 1970s before they could adjust the machinery to take 
account of it This conflict between the characteristics of 
a comprehensive State service and the facts of social 
change and medical progress could never be fully resolved, 
for It was mherent But by recogmsmg it, there was much 
they could do to hmit and counteract its dangers 

Those who framed and hammered out the National 
Health Service were not imconscious of the dangers, and 
they dehberately embodied in its structure elements of 
mdependence, both lay and professional, to be a counter¬ 
poise The contractual status of the general practitioners, 
dentists, and opticians, the separate representation of the 
doctors and other professions m the structure of the 
hospital and executive council services, the power and 
authority of the professional colleges and associations— 
these might seem to have a fine old Enghsh illogicahty in a 
State service “ But a wise Mmister of Health will see in 
them not hmdrances but safeguards to the soundness of 
his work, and m aU that I do or seek to do I shall be as 
jealous of the mdependence of the professions as they are 
themselves,” said Mr Powell 

But all these built-in counterpoises m the structure of 
the Nauonal Health Service to the dangers of the great 
machme would not be sufficient if the great machme itself 
were all “ The National Health Service is mtended to be 
comprehensive, it is not in my view intended to be 
e\clustve,” went on Mr Powell “ For the service’s own 
sake, I attach the highest value to the fact that medical 
service and care is also available outside it and that com¬ 
pletely mdependent orgamsations exist m the field, to 
support and conduct research, to study and criucise, to 
supplement, assist, and (why not’) overlap the services 
provided by authority of Parliament ” He welcomed the 
flevibihty and spontaneity which these other channels 
brmg to the nation’s provision for health 

Mr Powell recogmsed three trends in the modem 
approach to health and medical care (1) the growth of 
commumty care and aftercare of the sick, “ which takes 
off the hospitals work which can be done more effectively 
and more beneficially outside them ”, (2) the development 
of preventive and remedial measures which will prevent 
adnussion to hospital or lengthy treatment there, and 
(3) the more intensive and effiaent use of hospital accom¬ 
modation, expressmg itself in higher turnover of pauents 
and low er rauo of beds to populauon In two of these 
three the imtiauve m development lay with the local 
authorities, and if tlie new trends were to find full expres¬ 
sion, the biggest expansion wathm the health service in 
the next decade would have to come on the side of local 
government One should note finally that as the link 
between the three trends is, from one point of view, tlic 
pauent as an mdividual human bemg, so the hnk from 
another pomt of view is the fnend and advaser of the 


patient as an mdividual human bemg—namely, the general 
practitioner 

Turmng to finance, Mr Powell declared that the 
financial structure of the National Health Service could 
not have been devised more effectually if the object had 
been to put the three mam elements into watertight, non- 
commumcating compartments There were in fact three 
separate finanaal systems, and consequently the inter¬ 
relation between developments and decisions in each of 
the three fields was virtually impossible to express in the 
clear financial terms which would so much help adminis- 
trauon and pubhc understanding “ However, I must say 
bluntly that a major reform in the financial structure of 
the National Health Service is farther off at present than 
the eye of a polmcian can see We must work with the 
structure we have got, and I shall not be content unul I 
can see a long-term picture in which the development of 
the hospital service is dovetailed with the development of 
the local-authority services, and the future function of the 
family practitioner is related to both ” 
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SOCRATES, THIS IS YOUR LIFE* 

Haemon Come in, Socrates, and don’t be surprised to sec 
so many people We know that you are becoming an author 
yourself for the first ume, so we thought we would like to 
congratulate you Socrates, this is your life' 

Socrates It is true, Haemon, that I am no longer to be 
dependent upon Plato and Xenophon for an account of my 
words, but I am no author any ideas to be found m my con¬ 
versations are contributed by those with whom I talk I am 
only a midwife, delivering other people of their ideas 

Haemon Come m, Apollodorus, and tell us how you first 
met Socrates 

Socrates Welcome Apollodorus' What have you been 
doing today ’ 

Apollodorus I have been m court argumg as to whether or 
not certain words are obscene 

Socrates Is there any more important question ’ 

Apollodorus I should hardly have called it important, 
Socrates 

Socrates But tell me, is not obscemty sometimes a kind of 
svvearmg ’ 

Apollodorus Sometimes it is 

Socrates And when men swear do they not use words, 
which are held sacred, in a way which is considered blas¬ 
phemous ’ 

Apollodorus Certainly 

Socrates It would seem then that if we are to decide why 
words are obscene we must also consider what makes words 
sacred, and we can hardly do that without asking what is 
sacred, and why it is so So you see why I said that the nature 
of obscemty is a most important question But, tell me, is there 
any characteristic of the obscene words themselves which 
distinguishes them from other words ? 

Apollodorus I don’t know of any 

Socrates Are they not all short words, usually of one 
syllable ’ 

Apollodorus I suppose that is true, but surely it is not 
the form of the word but the meamng which renders it 
obscene 

Socrates Surely not, Apollodorus, for if mstead of a word 
of four letters you use an equivalent one of four syllables, the 
fcchngs of your hearer will be quite different, although the 
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meaning is the same Does it not seem to j ou that a short n ord 
contains all its energy m a small space and at high tension, and 
at once conveys to us a physical reahty, vrhereas a word of four 
svllables carries its energy at low tension, and so conveys a 
meaning which is emononallv diluted, and makes far less 
nnpression on the feehngs ’ 

Haemo\ Thank you ApoUodorus* Now here is Analvncus 

Socrates It is appropmte that vou should hat e come just 
now Analvncus, when we are talking about obscemtv, for are 
there not many people who think all your wntmgs obscene, even 
though you use many words of more than four svllables ’ 

Asaltticus Yes, mdeed, Socrates, but nhen I am called 
a coTUpter of youth I console mvself with the fact that thev call 
vou the seme. 

Socrates Tell us why vou think some wo-ds are 
obscene, 

Akslyticcs I thmk the form of the word is only one factor, 
important though It is A word mav transmit emotion fordblv, 
but the emotion is related to the thmg signified If some thmgs 
were not sacred sweaxmg would lose its pomt, but so it would 
if It were not considered reprehensible, and it is rep-ehensible 
only because some thmgs are sacred. People sometimes speak 
of ob'cemcv as animalism, but that is just what it is not 
Animals alone are innocent of obscenity Obscenity imphes a 
sense of guilt. If you never swear you are eitncr perfectly 
balanced or too consaous of your own guilt 

Haessos Here is Eryxunachus 

Socrates \velcom^ Etyximachus, for there is no one more 
fitted than you to esplam to us the nature of ohscemty, smee 
no one behaves more shamelessly than you. 


Eryxlalachcs How is that, Socrates ^ 

Socrates Do vou not discuss with your patients matters 
which they would be ashamed to talk about with anyone but a 
doctor, and when you esamme them do you not insist that they 
should conceal nothmg which their modestv makes them 
conceal firom others ’ And m all this do either you or your 
panents feel anv shame’ 

Ertxlmachus But there is nothing obscene m aU that, 
Socrates, for modestv is a matter of corn enaon and shame does 
not arise m the relation between doctor and patient 

Socrates It is the same with me, for I am not onlv a midwife 
who dehvers men of their ideas, I am also a phvsicnan who seeks 
to esamme their thou^ts m all them nakedness and a surgeon 
who practises the orthopaedics of the rmnd And it is mv aim 
to esamme men’s words and to persuade them to let them be 
esammed in the same spirit of truth with wmch Eiysimacnus 
esamines their bodies 

Harmon I am sure we all wish yonr book the success it 
deserves Socrates, master of words, this is 

XA>rrHIPPE {miTchr^ firrrJy tnio the room) your wife' 
I’ll gne you words' Was there ever such a man’ He hasn’t 
slept for two nights, yet here he is talking about words And 
he dnnks twice as much as anyone else without gettmg drunk, 
and sleeps out of doors wherever he finds himself, without even 
a blanket. But what does anv of you care so long as you can get 
him to discuss philosophy ’ FU give you a bit of philosophv 
Where do his words come &om’ Where does his hfe come 
finm ’ Ultimately from my kitchen Think that one out, all of 
you' Come on, Socrates, we’re gomg home 

{Jh^ go) 
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LXVL—THE DIVISION OF PATHOLOGISTS 

Dear Peter, 

I thought your letter* was a very sound and moderate 
statement of the case—^as stated by a supporter of a 
Faculty with the Physiaans Of course vou were trvmg 
to be impartial, just as every decent pathologist tries to 
be when he rehearses the arguments, but it is just 
impossible. The onlv man who can be truly impartial is 
the man who does not care one way or the other, and he 
ttill not trouble to rehearse the arguments at all That 
presidential address which you rightly describe as states- 
msalike was, I know, meant to be impamal, but to me the 
final section seems to emphasise the advantages of a Faculty 
and the disadvantages of a College 

You have recited some of the arguments for and against 
both sides, and I would like to review some of them as 
s supporter of the College You quote the argument that 
tbe establishment of a College “ would be a cnpplmgly 
^spensive undertakmg ”, but this is obviouslv untrue 
nnless we develop delusions of grandeur and try to obtamm 
a few years the sort of accommodation which other colleges 
fiave taken centuries to build up The mdep endent Faculty 
of Radiologists, which is domg for radiology what a 
College would be trying to do for pathology m its early 
veats, IS able to east simply and economically, and so 
could we You quote the argument that any esamination 
set up by the College would take manv years to achieve 
J^gmnon, but what is the evidence to support this view ’ 
There is after all no really satisfactory esaminanon at 
Present for wo uld-be consultant r-Lmral pathologists, and 

* We printed this letter from the File on Oct 22.—En L 


if a College of Pathologists provides a good one I 
can see no reason why it should not quickly become 
accepted 

As for the College of Physiaans, it is difficult to consider 
It as anythmg but what the name imphes, even though I 
agree that it is not exclusive, and accept that out of every 
100 “ active Fellows ” there are about 11 administrators, 
9 pathologists, 6 academic pharmacologists, physiologists, 
or research-workers, 2 radiologists, and an obstetnaan 
It could, of course, cease to be primarily a physiaan’s 
college, but is that the wish of most physiaans ’ I would 
agree that most climcal pathologists, if they had taken 
up any other speaalty, would prohablj have wished to 
become physiaans rather than surgeons or obstetnaans 
But clinical pathologists are still not physiaans except in 
so far as a few hsematologists have their own patients, and 
although we certainly must remam clmcaJ I see no reason 
whv we should enter mto closer relations with the 
physiaans than with any other speaal group of doaors 

“ If we were all certam that we could trust the 
Physiaans ”, you say, “ I think few would hesitate to 
accept their offer ” I think you rmss the pomt This is 
not a matter of trust, but a matter of mtdhgent annapanon 
of the possibflity that the mterests of physiaans mav not 
always comade with those of pathologists If they do, 
well and good, but suppose they do not’ You say that 
“ if, after an honest mal we found ourselves unable 
to agree with them, nothmg could stop the faoilty then 
sphttmg off” I think you overlook the fact that the 
Faculty would be a creation of the College of Phj^iaans, 
not of pathologists, and it could hardly split off as a body 
unless the parent college chose to abohsh the Faculty 
Are vou prepared to envisage a future situation when a 
body of dissatisfied pathologists has to try to set up an 
mdependent college m opposition to an estabhshed 
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faculty ? Then indeed the “ dissensions and bankruptcy ” 
of which you warn us might well become a reahty 

Our seniors often tell us that there is no advantage to 
them from either course, and that they are only concerned 
to provide for the younger pathologists in whose hands the 
future hes At the same time they tend, perhaps, to 
Ignore the experience of most of those who discuss such 
matters with these younger pathologists, and find that 
they are mostly m favour of a College The young men 
do not seem to be afraid of starting in a small way provided 
that they can feel genuinely independent and not a sort of 
appendage to another college Their “ image ” of patho¬ 
logy IS of a subject which is of real importance in its own 
right and which can therefore expect its own separate and 
individual orgamsation 

If we are to bmld surely for the future, mdependence 
IS tlie only safe choice When I have reached retirmg age, 
I do not want my jumors to be able to say to me “ You 
and your colleagues made a fine mess of thmgs m 1960 
Here we are stuck in the College of Physicians where we 
are not really happy, but it will be very difficult to break 
away now If you had only made the effort to form a 
College It would be well established by now Did you 
have to choose the easy way? Couldn’t you see just a 
httle way m front of your noses ?” 

Yours, 

G G 


Symposixim 


TICK-BORNE ENCEPHALITIS VIRUSES 

FROM A CORRESPONDENT 

The Institute of Virology of the Czechoslovak Academy 
of Sciences acted as hosts to virologists from eleven different 
countries during a four-day symposium last month on the 
biology of viruses of the tick-borne encephahus complex 
The meetings were held in dehghtful surroundings at the 
House of Scientists at Smolemce, near Bratislava 
Representatives from almost all the major groups working 
on this subject were present, and the symposium provided 
an unusual opportumty for workers from many different 
disciphnes to pool information and exchange ideas in a 
common approach In Britam, human infecuons with 
louping-ill virus do not present a serious pubhc-health 
problem, but m Central Europe, Scandinavia, USSR, 
and India viruses of the tick-borne encephahus group are 
a serious menace The recent recogmuon of human 
infecuons with viruses of this group m Canada ' - and the 
USA’ extends the area in which these viruses arc 
knovTi 

Dr J Casals (New York) show ed how the tick-bornc viruses 
\\ ere placed with j ellow fe\ er and some uv enty other arthropod- 
borne viruses into the serological group B on die basis of 
anugenic relauonships In the past, the uck-bome enccphalius 
\iruscs ha\e been considered a homogeneous group in spite 
of wide differences in the disease patterns they produced in 
different pans of the world Dr D H Clarke (New York) 
showed that thej could be duided into six anugeme sub¬ 
groups on the basis of hTmaggluunauon inhibiuon tests with 
absorbed sera and by agar-gel precipiun tests The six sub¬ 
groups were represented by the classical far-eastern Russian 
spring-summer encephahus (r s s e ), louping ill, Omsk 

1 McCIean D M , Donaehue, W L Canad med Asi J 1959, 80 708 

2 Casals, J thd 1960, 82, 355 

3 Thomas L A Kenned>, R C , Ekiund, C. M Proc Sac exp Biol , 

N y 1960, 104 355 


hxmorrhagic fever, Kyasanur Forest disease,^ Malayan uck- 
bome Langat virus, and Central European uck-bome cncepha 
lius which mcluded Czechoslovakian, Austrian, Finnish, 
Polish, Swedish, and Yugoslavian strains, as W'ell as strains 
from European USSR The recently described North 
American Powassan virus had not yet been examined by these 
techmques These anugeme differences were important 
because they explained the reported failure of rsse \accine 
to protect humans (Dr P N Bhatt, Poona) or mice (Dr L 
Danes, Prague) agamst infecuon with the virus of Kyasanur 
Forest disease 

As in other branches of virology, ussue-culture techniques 
were gradually replacing older methods for the titrauon of 
viruses and for the detecuon of neutralising anubodies The 
use of a plaque techmque for the titrauon of uck-bome 
encephahus viruses was described by Dr J S Porterfield 
(London) and was applied by Dr V Mayer, Dr J ZavadA, 
and Dr R Skoda (Brauslava) to Central European strains 
Dr Bhatt reported that chick fibroblast cultures were as i 
satisfactory as mice for the primary isolauon of Kyasanur 
Forest disease virus Czechoslovak workers preferred a two- 
stage process—primary isolauon in tissue-culture cells which 
were later shown to be infected by virtue of their resistance to 
a challenge virus Neutralising anubodies were detected by a 
metabolic inhibmon test carried out in Hela cells (Dr H 
LIbikovA and Dr J Vilcek, Bratislava), by plaque inhibition 
(Dr J S Porterfield, London), or by the direct inhibition of 
cytopathic effect m Hela cells (Dr E Molnar, Budapest) or 
in pig kidney cells (Dr D MAlkovA, Dr Z Marhoul, Dr V 
FrankovA, and Dr V Cerny, Prague) 

Vacemes derived from formalmised mouse bram had been 
used for many years m the USSR (Prof E N Levkovich, 
Moscow, Prof A A Smorodinstev, and Dr V I Ilyenko, : 

Lcmngrad) and formahn-macuvated louping-ill vaccine had ' 

been used to protect laboratory personnel (Dr D G ff > 
Edward, Beckenham) and domestic animals (Dr D Blascovic 
and others, Brauslava) Attempts at produemg a vaccine from i 
virus grown m tissue culture were reported from Prague 
(Dr R Benda and Dr Danes), from Budapest (Dr E ' 
Molnar), and from the USSR The major difficulty was to 
guarantee complete destrucuon of infecuvity without at the i 
same time reduemg the anugemcity of the vaceme There 
were many parallels with the pohomyelius vaccine problems 
A further important factor reported by Dr G D ZasukhinA 
(Moscow) was that virus grown m ussue culture with a deficient 
medium was less anugenic than virus grown in a rich medium , 

The maintenance of the uck-bome viruses in Nature is sull j 

not completely understood The course of infection in an ' 
experimental animal, the laboratory mouse, was studied by 
Dr P Albrecht (Bratislava) m an elegant senes of expcri ( 
ments based on the use of fluorescent anubody techniques ^ 
Other ammals which may be infected in Nature include bats 
and lizards (Dr J RsnAcfeK, Dr J Nosek, and Dr M 
GresikovA, Brauslava), domesuc ducks (Dr E Ernek, 
Brauslava), and coots (Prof H A E van Tongeren, Leiden) 
Much remains to be learned about the natural history of this ' 
group of viruses Although the great majority of infections 
are transmitted by the bites of infected ucks, mechamcal 
transmission by mosquitoes (Dr Z Zotowski and Dr Z 
Wroblewska-Mularczykowa, Warsaw) or fleas (Dr K 
Heyberger, Dr A Smetana, and Dr B Rosicky, Prague) 
may play some small part in the local spread of infccUon, and 
infecuon by the ingesuon of milk from infected goats, sheep, 
and cattle is now well established The many factors which 
influence the natural lustory of viruses of the uck-bome 
encephahus complex were ably reviewed by Dr T H Work 
(New York) 

The full proceedmgs of the symposium will be published 
by the pnnung house of the Czechoslovak Academy of Sciences , 
and this lolume will be an authoritauvc summary of all present 
knowledge of this important group of viruses The orgamsers 
arc to be congratulated on callmg together the parucipants , 
and draw mg forth such a full and In eh exchange of ideas 

4 See Lcnceii Oct 29, 1960, p 988 ' 
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In England Now 


A Running Commentary by Penpatetic Correspondents 

Atherosclerosis among semor consultants is to be expected 
and, witbm reasonable limits, is perhaps nght and proper 
But when it strikes among your contemporanes—chaps you 
were at school with—complacency is shattered So I bought a 
bicycle, for has it not been clearly shown by the work of 
whoever it was that exercise and coronaries were negatively 
correlated? Admittedly the idea was not enurely my own 
Not long ago I chanced on a visinng physician of some emm- 
ence, washmg himself down m the hospital cloakroom He 
explained that he had just pedalled over from Fulham, a good 
fourteen miles away 

Choice of velocipede was easier than I expeaed, for there was 
only one secondhand machine of my size, and when the 
handlebars had been changed (the old ones scraped the ground) 

I was left with a good bargam My early experience was 
salutary 14 years of motormg had involved different (if any) 
muscles and the saddle impinged on areas of my big-end 
which I had long forgotten Life on the roads as a glonficd 
pedesman seemed very different from the world of motorists, 
and It was most unnatural to have to stop at red lights But 
I persevered and rode daily to and from hospital As my 
reflexes, quadriceps, and some callosities developed appro- 
pnately, travellmg suddenly became much more interestmg 
Temtory I had motored over a thousand times yielded 
unnouced gems of architecture or nuances of gradient The 
prevailmg wmd started to play a part m my life I turned agam 
to Nature and the basic thmgs of life without which a man’s 
spintual development caimot take place—such as irritable 
httle dogs, midges, and ram down the back of your neck Also 
you get a closer look at blondes m the bus queue Even securing 
the aid of a bicycle shop was a new experience, no garage has 
charged me as little as 2s for anythmg 
Yes, cyclmg has reopened a dimension m my life Surpnsmg 
what a few miles a day will do My weight is dotvn, muscles 
are up, wmd is longer, mmd clearer, and waist more waisted 
It has been a wonderful week to recall, as I drive to my hospital 
With the heater on, listemng to the radio 
• • • 

The Comet journey to New York was a revelation in quiet¬ 
ness, and m the extraordmary deep blue of the sky at 40,000 ft 
Luna to La Paz was more spectacular than I had imagmed 
After 500 miles of Peruvian desert, with the snowcapped 
Andes visible from 100 miles away, we went 200 miles east at 
18,000 ft, just clearing the pass between the peaks The mam 
impression is the extraordmary colour Over Peru it was an 
orange brown, with the river beds lookmg like skeletons of 
leaves pressed m grandmother’s book Then came a range of 
colours like those seen near the waste heaps of a chemical 
works, with greens and blues and greys and yellows But smee 
mere is the largest deposit of mmerals m the world here, 
perhaps it is no wonder The magmtude of the scenery surpasses 
anything I saw m Tibet, though perhaps that’s not quite fair 
smce Pve travelled more here But m an hour or so we went 
oy leep past snow-covered llamas m the frosty mommg, down 
® ^cies of hair-pm bends dug out of a mountamside at 10° to 
me verucal at times, until we came to a deep valley with 
manas and apples and oranges growmg Every half mile or so 
mere are little crosses to mark a too enthusiastic driver, because 
there are no walls or edges to the road 

* * * 

The practice of medicme m a foreign country is full of 
tmexpected little quandaries and hazards It’s a common- 
mace that one’s knowledge of anatomy dwmdies rapidly from 
me day of passmg the m b , but it’s not until you have to ask 
someone in a detailed way about their symptoms in a foreign 
^age that you fully realise how many parts the body has 
^d different languages imply, so often, different pomts of 
™w, for mstance, we are taught m school that s’asseoir means 


to sit down, yet if your patient is lymg flat and you want him 
to sit up you say asseyez-vous Agam, the French do not make 
qmte the same distmction m their language as we do m ours 
between pain and grief, douleur means both Somewhere smce 
Malory wrote about the dolorous wounds of Arthur’s kmghts, 
we have apparently forgotten that grief may be the real trouble 
underlymg a patient’s complamts of pam Perhaps the trickiest 
problem one encounters in exammmg a patient abroad is that 
of vocal fremitus m the chest Each of us solves this in his own 
way and one musn’t be too rigid about it all It would perhaps 
be a mistake to carry too far the customs of the Old Country 
mto Basutoland where, I’m told, the word for 99 is Machou- 
mearobilengmonoolemongametsoarobilengmonoolemong 

« * # 

Readmg the remarks of my colleague, lately of Lambeth, 
about the neighbours who persisted m addressmg him as 
“ Mister ”, I wondered whether he invariably refers to himself 
as “ Doctor ” Outside working hours I reserve it for certain 
well-defined occasions One of these is when making appoint¬ 
ments at the hairdressers There by suggesting that 1 am ter¬ 
ribly busy and liable to be called away at any moment, it facili¬ 
tates excuses for imssed appointments and enables me to get 
a quick shampoo and set at short notice Again, I always use 
the title when I am asked to sign my name and address on the 
back of cheques, under these circumstances any extra evidence 
of respectability is of great help 

Lately it saved me from a good deal of inconvenience My 
scooter was stolen from a part of London many miles from 
where I live Late the same evemng, the police rang to say 
that they had found it, and would I come to the station at once 
to collect It and sign the charge-sheet Grateful but weary, 
I said that I would be there as soon as possible in view of the 
distance and the hour “ You wait there, Doaor, and we’ll 
send a car,” the station oSicer assured me, doubtless with the 
idea that at any moment I might be called upon to save a life, 
and the car duly arrived 

There are times, of course, when I deliberately avoid the 
title, but my landlady disapproves strongly of any attempts at 
dissimulation If people ask for me on the phone as “ Miss ” 
or use my Christian name, I hear her answer sternly, “ I’ll see 
if The Doctor is in ” 

* • * 

Comparative textual criticism can be fun Study of 
Baedeker’s post-war (1958) guide to Austria and the 1929 
edition provides a revealmg gombarison—sorry, comparison 
Though the familiar red cover with gold lettermg is retamed. 
It IS no longer teutomcally tubby but svelte It contams 294 
pages compared to 518,100 of which were devoted to “ Buda¬ 
pest, Prague and the north Bohemian spas ”, now omitted 
(Though Hungary and Czechoslovakia had been mdependent 
countries for ten years, one would hardly gather it from the 
1929 edition) The present edition, now called an autogmde, 
is streamlmed m other ways besides format for mstance, we 
no longer have blow-by-blow accounts of museums and 
picture-galleries with exlubits thought worthy of notice by 
Herr Karl mentioned m each room There is less ancient his¬ 
tory and esoteric information thus we are no longer told that 
the Dragon Fountam or Lmdwurmbrunnen in Klagenfurt 
is made of “ chonte schist ” but I was glad to see that the 
tablet commemoranng Emanuel Hermann (1839-1902), “ who 
mvented the postcard ”, is still mentioned Nor are there 
detailed tours of each town, startmg from the railway stanon, 
but much clearer plans with “ sight-seemg tours ” and 
“ through routes ” In fact, modem travel is clearly no longer 
designed either to broaden the imnd or flatten the feet But 
nostalgia is catered for by the occasional survival of some of the 
classical phrases such as “ Gasthof Lukashof, plam but well 
spoken of”, stiU recallmg one’s aunt or members of the 
Women’s Institute 

* # * 

O, my Luve’s like a red, red rose 
I hope It’s nothmg catchmg 
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faculty ? Then indeed the “ dissensions and bankruptcy ” 
of which you warn us might well become a reahty 

Our seniors often tell us that there is no advantage to 
them from either course, and that they are only concerned 
to provide for the younger pathologists in whose hands the 
future hes At the same time they tend, perhaps, to 
Ignore the experience of most of those who discuss such 
matters with these younger pathologists, and find that 
tliey are mostly m favour of a College The young men 
do not seem to be afraid of starting in a small way provided 
that they can feel genmnely independent and not a sort of 
appendage to another college Their “ image ” of patho¬ 
logy IS of a subject which is of real importance in its own 
right and which can therefore expect its own separate and 
mdmdual orgamsation 

If we are to build surely for the future, independence 
IS the only safe choice When I have reached retiring age, 
I do not want my juniors to be able to say to me “ You 
and your colleagues made a fine mess of things in 1960 
Here we are stuck in the College of Physiaans where we 
are not really happy, but it will be very difficult to break 
away now If you had only made the effort to form a 
College It would be well estabhshed by now Did you 
have to choose the easy way? Couldn’t you see just a 
httle way in front of your noses ?” 

Yours, 

G G 


Symposium 


TICK-BORNE ENCEPHALITIS VIRUSES 

FROM A CORRESPONDENT 

The Institute of Virology of the Czechoslovak Academy 
of Sciences acted as hosts to virologists from eleven different 
countries during a four-day symposium last month on the 
biology of viruses of the tick-borne encephahtis complex 
The meetings were held in dehghtful surroundings at the 
House of Scientists at Smolemce, near Bratislava 
Representatives from almost all the major groups working 
on this subject were present, and the symposium provided 
an imusual opportumty for workers from many different 
disciplines to pool information and exchange ideas m a 
common approach In Britam, human infections with 
louping-ill virus do not present a serious public-health 
problem, but in Central Europe, Scandinavia, USSR, 
and India viruses of the tick-borne encephahtis group are 
a serious menace The recent recogmtion of human 
infections with viruses of this group m Canada ^ - and the 
U S A “ extends the area in which these viruses are 
known 

Dr J Casals (New York) showed how the uck-bomc viruses 
w ere placed wath > ellow fe\ er and some nv enty other arthropod- 
borne viruses into the serological group B on the basis of 
anugemc relauonslups In the past, the tick-bome encephalitis 
wruses have been considered a homogeneous group in spite 
of wade differences m the disease patterns they produced in 
different pans of the world Dr D H Clarke (New York) 
showed that they could be divided mto six anugemc sub¬ 
groups on the basis of hTmagglnunaUDn inhibiuon tests with 
absorbed sera and by agar-gel precipiun tests The six sub¬ 
groups were represented bj the classical far-eastern Russian 
spring-summer encephalius (r s s e ), louping ill, Omsk 

1 McClcan, D M , Donaghue, V L Canad med Ass J 1959 80 708 

2 Casals J 1960, 82 355 

3 Thomas L A , Kcimcd>, R C , Eklund, C. Proe Soc exp Btot • 

N Y I960, 104 355 


hsmorrhagic fever, Kyasanur Forest disease,* Malayan tick- 
borne Langat virus, and Central European tick-bome encepha¬ 
litis which included Czechoslovakian, Austrian, Fmmsh, 
Polish, Swedish, and Yugoslavian strains, as well as strams 
from European USSR The recently described North 
American Powassan virus had not yet been examined by these 
techmques These anugemc differences were important 
because they explained the reported failure of R s s e vaccine 
to protect humans (Dr P N Bhatt, Poona) or mice (Dr L 
Danes, Prague) agamst infecuon with the virus of Kyasanur 
Forest disease 

As in other branches of virology, tissue-culmre techniques 
were gradually replacing older methods for the utrauon of 
viruses and for the detecuon of neutralising antibodies The 
use of a plaque techmque for the utrauon of uck-borne 
encephahtis viruses was described by Dr J S Porterfield 
(London) and was applied by Dr V Mayer, Dr J ZavadA, 
and Dr R Skoda (Bratislava) to Central European strains 
Dr Bhatt reported that chick fibroblast cultures were as 
satisfactory as nuce for the primary isolauon of Kyasanur 
Forest disease virus Czechoslovak workers preferred a two- 
stage process—primary isolauon in tissue-culture cells which 
were later shown to be infected by virtue of their resistance to 
a challenge virus Neutralising anubodies were detected by a 
metabohe mhibiuon test carried out in Hela cells (Dr H 
LIbikovA and Dr J Vilcek, Brauslava), by plaque inhibiuon 
(Dr J S Porterfield, London), or by the direct inhibiuon of 
cytopathic effect in Hela cells (Dr E Molnar, Budapest) or 
in pig kidney cells (Dr D MAlkovA, Dr Z Marhoul, Dr V 
FrankovA, and Dr V Cerny, Prague) 

Vaccines derived from formalmised mouse brain had been 
used for many years in the U S S R (Prof E N Levkovich, 
Moscow, Prof A A Smorodinstev, and Dr V I Ilyenko, 
Lemngrad) and formahn-inactivated louping-iIl vaccine had 
been used to protect laboratory personnel (Dr D G ff 
Edward, Beckenham) and domestic ammals (Dr D Blascovic 
and others, Bratislava) Attempts at producing a vaccine from 
virus grown m tissue culture were reported from Prague 
(Dr R Benda and Dr Danes), from Budapest (Dr E 
Molnar), and from the USSR The major difficulty was to 
guarantee complete destrucuon of infecuvity witliout at the 
same time reducing the antigemcity of the vaccine There 
were many parallels with the poliomyehus vaccine problems 
A further important factor reported by Dr G D Zasukhina 
(Moscow) was that virus grown m ussue culture with a deficient 
medium was less anugemc than virus grown in a rich medium 

The mamtcnance of the uck-bome viruses in Nature is still 
not completely understood The course of infecuon in an 
experimental animal, the laboratory mouse, was studied by 
Dr P Albrecht (Brauslava) m an elegant series of experi¬ 
ments based on the use of fluorescent anubody techniques 
Other animals which jnay be infeaed in Nature include bats 
an^ lizards (Dr J RehAcSk, Dr J Nosek, and Dr M 
GresikovA, Brauslava), domestic ducks (Dr E Ernek, 
Brauslava), and coots (Prof H A E van Tongeren, Leiden) 
Much remams to be learned about the natural history of this 
group of viruses Although the great majority of mfecuons 
are transmitted by the bites of infected ucks, mechaniml 
transmission by mosquitoes (Dr Z Zotowski and Dr Z 
Wroblewska-Mularczykowa, Warsaw) or fleas (Dr K 
Heyberger, Dr A Smetana, and Dr B Rosicicf, Prague) 
may play some small part in the local spread of infertion, and 
infecuon by the ingestion of milk from infected goats, shecji, 
and cattle is now well estabhshed The many fartors which 
influence the natural historj of viruses of the uck-borne 
encephahus complex were ably reviewed by Dr T H Work 

(New York) ui t, H 

The full proceedmgs of the symposium will be publisnea 
by the pnnung house of the Czechoslovak Academy of Sciences 
and this volume will be an authoritauve summary of all present 
knowledge of this important group of viruses The organisers 
arc to be congratulated on callmg together the parucipants 

an d drawmg forth such a full and liv ely exchange of ideas_ 

4 Sec Lanceif Oci 29, 1960, p 988 
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In England Now 


A Rimmng Commentary hy Fenpatetic Correspondents 

Atherosclerosis among scmor consultants is to be expected 
and, ■within reasonable Umits, is perhaps nght and proper 
But when it strikes among your contemporaries—chaps you 
were at school with—complacency is shattered. So I bought a 
bicycle, for has it not been clearly shown bj the work of 
whoever it ■was that exerase and coronanes were negamely 
correlated’ Admittedly the idea was not entirel> my own 
Not long ago I chanced on a •visitmg physiaan of some ermn- 
ence, washing himself down m the hospital cloakroom He 
expired that he had just pedalled o\ er from Fulham, a good 
fourteen miles awav 

Choice of 1 elocipede was easier than I expected, for there was 
only one secondhand machme of my size, and when the 
handlebars had been changed (the old ones scraped the ground) 

I was left with a good bargam Mj early e.xpenence was 
salutary 14 wears of motormg had mtohed different (if any) 
muscles and the saddle impmged on areas of my big-end 
which I had long forgotten Life on the roads as a glonfied 
pedestrian seemed very different from the world of motorists, 
and It was most tmnatural to have to stop at red hghts But 
I persevered and rode daily to and from hospital As my 
reflexes, quadriceps, and some callosities developed appro¬ 
priately, travelhng suddenly became much more mteresong 
Territory I had motored over a thousand times yielded 
unnonced gems of architecmre or nuances of gradient The 
prevaihng wmd started to play a part m my hfe I turned agam 
to Nature and the basic thmgs of hfe without which a man’s 
sptntual development cannot take place—such as irritable 
htde dogs, midges, and ram down the back of your neck Also 
j ou get a closer look at blondes m the bus queue Ev cn securmg 
the aid of a bicycle shop was a new espenence, no garage has 
charged me as little as 2 j for anythmg 
Yes, cychng has reopened a dimension m my hfe Surpnsmg 
what a few miles a daj will do My weight is down, muscles 
are up, wmd is longer, mmd clearer, and waist more waisted. 
It has been a wonderful week to recall, as I drive to my hospital 
with the heater on, hstemng to the radio 
* • * 

The Comet journey to New York was a revelation m qmet- 
ness, and m the extraordmary deep blue of the sky at 40,000 ft 
Lima to La Paz was more spectacailar than I ^d imagmed 
After 500 nules of Peruvian desert, with the snowcapped 
Andes visible from 100 miles away, we went 200 miles east at 
18,000 ft, just cdeaimg the pass between the peaks The mam 
impression is the extraordmary cmlour Over Peru it was an 
orange bro^wn, with the nver beds lookmg like skeletons of 
leaves pressed m grandmother’s book. Then came a range of 
colours like those seen near the waste heaps of a chemical 
works, with greens and blues and greys and yellows But smce 
there is the largest deposit of mmerals m the world here, 
perhaps it is no w onder The magnitude of the scenery surpasses 
anythmg I saw m Tibet, though perhaps that’s not quite fair 
smce I’ve travelled more here But m an hour or so we went 
by jeep past snow-covered llamas m the frosty mommg, down 
a senes of hair-pm bends dug out of a mountainside at 10’ to 
the verncal at times, until we came to a deep valley with 
bananas and apples and oranges growmg Every half mile or so 
there are httle crosses to mark a too enthusiastic dnver, because 
there are no walls or edges to the road 

* * • 

The pracnce of medicme m a foreign country is full of 
Unexpected httle quandanes and hazards It’s a common- 
pfrce that one’s knowledge of anatomy dwindles rapidlv from 
the day of passmg the M b , but it’s not imnl you hav e to ask 
Someone m a detailed way about their symptoms m a foreign 
frnguage that you fully realise how many parts the body has 
And different languages imply, so often, different pomts of 
ttew, for instance, we are taught m school that s'asseoir means 


to sit dozen, yet if your pauent is Ijnng flat and you want him 
to sit up you say asseyez-vous Agam, the French do not make 
quite the same distmcuon m their language as we do m ours 
betw een pam and gnef, douleur means both Somewhere smce 
Malory wrote about the dolorous wounds of Arthur’s kmghts, 
we have apparently forgotten that gnef may be the real trouble 
imderlymg a patient’s complamts of pam Perhaps the tnckiest 
problem one encounters m examining a patient abroad is that 
of V ocal frermms m the chest Each of us solv es this m his own 
way and one musn’t be too ngid about it all It would perhaps 
be a mistake to carry too far the customs of the Old Country 
mto Basutoland where, I’m told, the word for 99 is Machou- 
mearobdengmonoolemongametsoarobilengmonoolemong 

• • • 

Readmg the remarks of mv colleague, lately of Lambeth, 
about the neighbours who persisted m addressmg him as 
“ Mister ”, I wondered whether he mvanablv refers to himself 
as “ Doctor ” Outside working hours I reserve it for certam 
well-defined occasions One of these is when making appomt- 
ments at the hairdressers There bv suggestmg that 1 am ter- 
nblv busy and liable to be called away at any moment, it facih- 
tates excuses for rmssed appomtments and enables me to get 
a quick shampoo and set at short notice Agam, I always use 
the title when I am asked to sign my name and address on the 
back of cheques, under these circumstances any extra evidence 
of respectability is of great help 

Lately it saved me from a good deal of inconv emence My 
scooter was stolen from a part of London many miles from 
where I hve Late the same evemng, the pohce rang to say 
that they had found it, and would I come to the station at once 
to collect It and sign the charge-sheet Grateful but weary, 
I said that I would be there as soon as possible in view of the 
distance and the hour “ You wait there. Doctor, and we’ll 
send a car,” the station officer assured me, doubtless with the 
idea that at any moment I imght be called upon to save a hfe, 
and the car duly arrived 

There are times, of course, when I dehberately avoid the 
utle, but my landlady disapprov es stronglv of any attempts at 
dissimulation If people ask for me on the phone as “ Miss ” 
or use my Chnsnan name, I hear her answer sternly, “ I’ll see 
if The Doctor is in.” 

« • • 

Comparative textual cimasm can be fun Study of 
Baedeker’s post-war (1958) gmde to A^ustna and the 1929 
edition provndes a reveahng gombanson—sorry, companson 
Though the famihar red cov er with gold lettermg is retamed. 
It IS no longer teutomcaUy tubby but svelte It contams 294 
pages compared to 518, 100 of which were devoted to “ Buda¬ 
pest, Prague and the north Boherman spas ”, now ormtted 
(Though Hungarv and Czechoslovakia had been mdependent 
coimtnes for ten years, one would hardly gather it from the 
1929 edition ) The present edition, now called an autogmde, 
IS streamhned in other wavs besides format for mstance, we 
no longer have blow-by-blow accounts of museums and 
picture-gallenes with exhibits thought worthy of notice by 
Herr Karl mentioned m each room There is less anaent his¬ 
tory and esotenc information thus we are no longer told that 
the Dragon Fountam or Lmdvvurmbrunnen m Klagenfurt 
is made of " chonte schist ” but I was glad to see that the 
tablet commemoratmg Emanuel Hermann (1839-1902), “ who 
mvented the postcard”, is still mentioned. Nor are there 
detailed tours of each town, startmg from the railway stanon, 
but much clearer plans with “ sight-seemg tours ” and 
“ through routes ” In faa, modem travel is clearly no longer 
designed either to broaden the mmd or flatten the feet But 
nostalgia is catered for by the occasional survivral of some of the 
classical phrases such as “ Gasthof Lukashof, plam but well 
spoken of”, soil recallmg one’s aunt or members of the 
Women’s Institute 

• • • 

O, my Luve’s like a red, red rose 
I hope It’s nothmg catchmg 
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faculty ? Then indeed the “ dissensions and bankruptcy ” 
of which you warn us might well become a reahty 

Our seniors often tell us that there is no advantage to 
them from either course, and that they are only concerned 
to provide for the younger pathologists in whose hands the 
future hes At the same time they tend, perhaps, to 
Ignore the experience of most of those who discuss such 
matters with these yoimger pathologists, and find that 
they are mostly m favour of a College The young men 
do not seem to be afraid of startmg m a small way provided 
that they can feel genmnely mdependent and not a sort of 
appendage to another college Their “ image ” of patho¬ 
logy IS of a subject which is of real importance m its own 
right and which can therefore expect its own separate and 
individual orgamsation 

If we are to biuld surely for the future, mdependence 
IS the only safe choice When I have reached retirmg age, 
I do not want my jumors to be able to say to me “ You 
and your colleagues made a fine mess of things in 1960 
Here we are stuck m the College of Physicians where we 
are not really happy, but it will be very difficult to break 
away now If you had only made the effort to form a 
College It would be well estabhshed by now Did you 
have to choose the easy way? Couldn’t you see just a 
httie way m front of your noses ?” 

Yours, 

G G 


hsemorrhagic fever, Kyasanur Forest disease,< Malayan uck- 
bome Langat virus, and Central European tick-bome encepha¬ 
litis which included Czechoslovakian, Austrian, Finnish, 
Pohsh, Swedish, and Yugoslavian strains, as well as strains 
from European USSR The recentiy described North 
American Powassan virus had not yet been examined by these 
techmques These antigemc ifferences were imponant 
because they explained the reported failure of r s s e vaccine 
to protect humans (Dr P N Bhatt, Poona) or mice (Dr L 
Danes, Prague) agamst infection with the virus of Kyasanur 
Forest disease 

As in other branches of virology, ussue-culture techniques 
were gradually replacing older methods for the utration of 
viruses and for the detecuon of neutralismg anubodies The 
use of a plaque techmque for the titrauon of uck-bornc 
encephahtis viruses was described by Dr J S Porterfield 
(London) and was applied by Dr V Mayer, Dr J ZavadX, 
and Dr R Skoda (Bratislava) to Central European strains 
Dr Bhatt reported that chick fibroblast cultures were as 
satisfactory as mice for the primary isolation of Kyasanur 
Forest disease virus Czechoslovak workers preferred a two- 
stage process—primary isolauon m tissue-culture cells which 
were later shown to be mfeaed by virtue of their resistance to 
a challenge virus Neutralising antibodies were detected by a 
metabolic inhibition test carried out in Hela cells (Dr H 
LIbikovA and Dr J Vilcek, Bratislava), by plaque inJubition 
(Dr J S Porterfield, London), or by the direct inhibition of 
cytopathic effect in Hela cells (Dr E Molnar, Budapest) or 
m pig kidney cells (Dr D MAlkovA, Dr Z Marhoul, Dr V 
FrankovA, and Dr V Cerny, Prague) 

Vaccines derived from formahmsed mouse brain had been 


Symposium 

TICK-BORNE ENCEPHALITIS VIRUSES 

FROM A CORRESPONDENT 

The Institute of Virology of the Czechoslovak Academy 
of Sciences acted as hosts to virologists from eleven different 
coimtries during a four-day symposium last month on the 
biology of viruses of the tick-borne encephahtis complex 
The meetmgs were held in delightful surroundings at the 
House of Scientists at Smolemce, near Brauslava 
Representatives from almost all the major groups working 
on this subject were present, and the symposium provided 
an unusual opportumty for workers from many different 
disciphnes to pool information and exchange ideas m a 
common approach In Britam, human infections with 
louping-dl virus do not present a serious pubhe-health 
problem, but m Central Europe, Scandinavia, USSR, 
and India viruses of the tick-borne encephahtis group are 
a serious menace The recent recogiution of human 
infections wth viruses of this group m Canada' - and the 
U S A ^ extends the area m which these viruses are 
known 

Dr J Casals (Neiv York) showed how the tick-borne viruses 
w ere placed with y ellow fe\ er and some tw enty other arthropod- 
borne wruses into the serological group B on the basis of 
anugemc relationships In the past, the tick-bome encephahtis 
Mruses have been considered a homogeneous group m spite 
of wide differences in the disease patterns they produced m 
different parts of the world Dr D H Clarke (New York) 
showed that they could be divided into six antigemc sub¬ 
groups on the basis of hxmaggluunation inhibition tests with 
absorbed sera and by agar-gel precipitm tests Die six sub¬ 
groups were represented by the classical far-eastern Russian 
sprmg-summer encephalitis (r s s e ), loupmg ill, Omsk 

1 TiilcCIcan, D M , Donaghue, W L Canad trtd Ass J 1959 80 70S 

2 Casals J ibsd 1960 82 355 

3 Thomas L. ^ Kennedj RC, Eklund, C. M Free See exp Btol, 

S y I960, 104, 355 


used for many years in the USSR (Prof E N Levkovich, 
Moscow, Prof A A Smorodinstev, and Dr V I Ilyenko, 
Lemngrad) and formalin-mactivated louping-ill vaccine had 
been used to protect laboratory persormel (Dr D G ff 
Edward, Beckenham) and domestic ammals (Dr D Blascovic 
and others, Bratislava) Attempts at producing a vaccine from 
virus grown in tissue culture were reported from Prague 
(Dr R Benda and Dr Danes), from Budapest (Dr E 
Molnar), and from the USSR The major difficulty was to 
guarantee complete destruction of infecuvity without at the 
same time reduemg the anugemcity of the vaccine There 
were many parallels with the pohomyelms vacane problems 
A further important factor reported by Dr G D Zasukhina 
(Moscow) was that virus grown m tissue culture with a deficient 
medium was less antigemc than virus grown in a nch medium 
The maintenance of the tick-bome viruses in Nature is still 
not completely understood The course of infecuon in an 
experimental ammal, the laboratory mouse, was studied by 
Dr P Albrecht (Brauslava) in an elegant senes of experi¬ 
ments based on the use of fluorescent anubody techniques 
Other animals which may be infected in Nature include bats 
and lizards (Dr J REHAcfeK, Dr J Nosek, and Dr M 
GresikovA, Bratislava), domesuc ducks (Dr E Ernek, 
Brauslava), and coots (Prof H A E van Tongeren, Leiden) 
Much remams to be learned about the natural history of this 
group of viruses Although the great majority of infections 
are transnutted by the bites of infected ucks, mechaniral 
transmission by mosquitoes (Dr Z Zotowski and Dr Z 
Wroblewska-Mularczykowa, Warsaw) or fleas (Dr K 
Heyberger, Dr A Smetana, and Dr B Rosick^, Prague) 
may play some small part in the local spread of infecuon, and 
infecUon by the ingesuon of rmlk from infected goats, 
and cattle is now well established The many factors wluc 
influence the natural history of viruses of the tick-^rnc 
cncephahus complex were ably reviewed by Dr T H WORK 


(New York) , , 

The full proceedings of the symposium will be publisnca 
by the prmung house of the Czechoslovak Academy of Sciences 
and this volume will be an authoritauve summary of all presen 
knowledge of this important group of viruses The organisers 
arc to be congratulated on calhng together the paruapan 
and draw mg forth such a full and lively exchange of ideas —_____ 
4 Sec Lcnceif Oct 29, I960 p 9SS 
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In England Now 


A Rtmmng Commentary by Penpatettc Correspondents 

Atherosclerosis among senior consultants is to be expected 
and, within reasonable limits, is perhaps nght and proper 
But when it strikes among \our contemporaries—chaps jou 
were at school wath—complacencj is shattered So I bought a 
bicycle, for has it not been clearlv shown by the work of 
whoever it was that exercise and coronanes were negauvelv 
corrdated'’ Adrmnedly the idea was not entirely my own 
Not long ago I chanced on a visiting physiaan of some emin¬ 
ence, washmg himself down m the hospital cloakroom He 
explained that he had just pedalled ov er from Fulham, a good 
fourteen miles away 

Choice of V elocipede was easier than I expected, for there was 
only one secondhand machine of my size, and when the 
handlebars had been changed (the old ones scraped the ground) 

I was left with a good bargam My early experience was 
salutary 14 years of motormg had involv ed different (if any) 
muscles and the saddle impinged on areas of my big-end 
which I had long forgotten Life on the roads as a glorified 
pedestrian seemed v ery different from the w orld of motorists, 
and It was most unnatural to have to stop at red hghts But 
I persevered and rode daily to and from hospital As my 
reflexes, quadriceps, and some callosities developed appro¬ 
priately, travelling suddenly became much more mterestmg 
Terntory I had motored over a thousand tunes yielded 
unnoticed gems of architecture or nuances of gradient The 
prevailing wmd started to play a part m my life 1 turned agam 
to Nature and the basic thmg's of hfe without which a man’s 
spintual development cannot take place—such as irritable 
httle dogs, midges, and ram down the back of your neck Also 
you get a closer look at blondes m the bus queue Ev en securing 
the aid of a bicycle shop was a new expenence, no garage has 
charged me as little as 2s for anythmg 
Yes, cychng has reopened a dimension m my hfe Surpnsmg 
what a few miles a day will do Mv weight is down, muscles 
are up, wmd is longer, nund clearer, and waist more waisted. 
It has been a w onderful w eek to recall, as I dnv e to my hospital 
with the heater on, hstenmg to the radio 
• • • 

The Comet journey to New York was a revelation m quiet¬ 
ness, and m the extraordmary deep blue of the sky at 40,000 ft 
Lima to La Paz was more spectacular than I had imagined 
After 500 miles of Peruvian desert, wath the snowcapped 
Andes visible from 100 miles away, we went 200 miles east at 
18,000 ft, just dearmg the pass between the peaks The mam 
impression is the extraordmary colour Over Peru it was an 
orange brown, with the river beds lookmg like skeletons of 
leaves pressed m grandmother’s book Then came a range of 
colours like those seen near the waste heaps of a chermcal 
works, wath greens and blues and greys and yellows But smce 
there is the largest deposit of mmerals m the world here, 
perhaps it is no w onder The magmtude of the scenery surpasses 
anythmg I saw m Tibet, though perhaps that’s not quite fair 
smce Pve travelled more here But m an hour or so we went 
by jeep past snow-covered llamas m the frosty mommg, down 
a senes of hair-pm bends dug out of a mountamside at 10° to 
the vertical at times, until we came to a deep valley with 
bananas and apples and oranges growing Every half mile or so 
there are httle crosses to mark a too enthusiastic dnv er, because 
there are no walls or edges to the road 

• • * 

The pracnce of medicme m a foreign country is full of 
unexpected httle quandanes and hazards It’s a common¬ 
place that one’s knowledge of anatomy dwindles rapidly from 
the day of passmg the Mb, but it’s not until you have to ask 
Someone m a detailed way about their symptoms in a foreign 
^guage that you fully reaUse how many parts the body has 
And different languages imply, so often, different pomts of 
vieiv, for instance, we are taught m school that s’asseoir means 


to stt doom, yet if your patient is lying flat and you want him 
to sit up you say asscyez-vous Agam, the French do not make 
quite the same disnnction m their language as we do m ours 
between pam and grief, douleur means both Somewhere smce 
Malory wrote about the dolorous w ounds of Arthur’s kmghts, 
we have apparently forgotten that gnef may be the real trouble 
imderlying a patient’s complamts of pam Perhaps the trickiest 
problem one encounters m examiiung a patient abroad is that 
of vocal fremitus m the chest Each of us solves this m his own 
way and one musn’t be too rigid about it all It w ould perhaps 
be a mistake to carry too far the customs of the Old Country 
into Basutoland where. I’m told, the word for 99 is Machou- 
mearobilengmonoolemongametsoarobilengmonoolemong 

• • • 

Readmg the remarks of mv colleague, lately of Lambeth, 
about the neighbours who persisted m addressing him as 
“ Mister ”, I w ondered whether he invanablv refers to himself 
as “ Donor ” Outside working hours I reserve it for certam 
well-defined occasions One of these is when makmg appomt- 
ments at the hairdressers There by suggesung that I am ter¬ 
ribly busy and liable to be called away' at any moment, it facih- 
tates excuses for missed appomtments and enables me to get 
a qmck shampoo and set at short notice Again, I always use 
the title when I am asked to sign mv name and address on the 
back of cheques, under these circumstances any extra evidence 
of respectabihty is of great help 

Lately it saved me from a good deal of mconvemence My 
scooter was stolen from a part of London many miles from 
where I live Late the same evenmg, the police rang to say 
that they had found it, and would I come to the station at once 
to collect It and sign the charge-sheet Grateful but wearv, 
I said that I would be there as soon as possible m view of the 
distance and the hour “ You wait there. Doctor, and we’ll 
s send a car,” the station officer assured me, doubtless with the 
idea that at any moment I might be called upon to save a life, 
and the car dulv arrived 

There are times, of course, when 1 dehberately avoid the 
utle, but my landlady disapproves strongly of any attempts at 
dissimulation If people ask for me on the phone as “ Miss ” 
or use my Christian name, I hear her answer sternly, “ I’ll see 
if The Doctor is in.” 

* • • 

Comparanve textual cnoasm can be fim Study of 
Baedeker’s post-war (1958) guide to Austna and the 1929 
edition provides a revealmg gombanson—sorry, companson 
Though the famihar red cover with gold letteiing is retamed. 
It is no longer teutomcally tubby but svelte It contams 294 
pages compared to 518, 100 of which were devoted to “ Buda¬ 
pest, Prague and the north Bohemian spas ”, now omitted 
(Though Hungary and Czechoslovakia had been mdependent 
countries for ten years, one would hardly gather it from the 
1929 edition ) The present edinon, now called an autogmde, 
IS streamlmed in other wavs besides format for mstance, we 
no longer have blow-by-blow accounts of museums and 
picture-gallenes with exlubits thought worthy of notice by 
Herr Karl mentioned m each room There is less ancient his¬ 
tory and esoteric information thus we are no longer told that 
the Dragon Fountain or Lindvvurmbrunnen m Klagenfiirt 
is made of “ chonte schist ” but I was glad to see that the 
tablet commemoratmg Emanuel Hermann (1839-1902), “ who 
invented the postcard ”, is soil mentioned Nor are there 
detailed tours of each town, startmg from the railway stanon, 
but much clearer plans with “ sight-seemg tours ” and 
“ through routes ” In fact, modem travel is clearly no longer 
designed either to broaden the mmd or flatten the feet But 
nostalgia is catered for by the occasional survival of some of the 
classical phrases such as “ Gasthof Lukashof, plam but well 
spoken of”, still recaUing one’s aunt or members of the 
■Women’s Institute 

• • • 

O, my Luv e s like a red, red rose 
I hope it’s no thin g cat chin g 
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FUTURE ORGANISATION OF PATHOLOGISTS 

SiRj—voting paper is about to be circulated to patho¬ 
logists asking them to record their opmion for or agamst a 
division of pathology within the Royal College of 
Physicians, or a new College of Pathology 

We have for many years been concerned with research 
m pathology and with the traimng of pathologists, and 
beheve that a higher exammation based on a background 
of smtable traimng is essential to ensure that candidates 
either for hospital or academic appomtments have acquired 
a reasonable groimding m their subject 

We both write as past presidents of the Associaaon of 
Climcal Pathologists, who have been openly critical of the 
procrastmation of the Royal College, but who are satisfied 
that the suggesaons now put forward by it are what is 
reqmred Undoubtedly, the Royal College has been 
imduly tardy in making any suggestions, but the present 
generous and unequivocal terms make amends 

It IS generally agreed that in modern conditions the 
membership is an unsuitable exammation for pathologists 
In the time available the techniques of chmcal examma¬ 
tion and of pathology cannot both be mastered 

We welcome the opportumty of still closer cooperation 
with our clmical colleagues Not only are they pro¬ 
gressively more dependent on us for confirmation of 
diagnosis, or mdeed m many cases for provision of all the 
important data, but, reciprocally, we also are dependent on 
their acumen and powers of selection for our daily mterests 

We have long beheved that what is needed is 

(1) A higher qualification of the same status as the m R C P 
and PROS 

(2) An academic centre which would uphold the standards of 
pathology and help m mamtaimng good standards of training in 
pathologists 

(3) A body to speak for pathologists 

In our opmion the suggestion of the Royal CoUege 
sansfies these requirements We beheve that unless this 
opportumty is accepted there will be a very long delay 
before we reahse our ambitions 

Joan Taylor 

, . R J V PULVERTAFT 

Sir, —Much has been said and written on this subject by 
the more learned and senior practmoners of our specialty, 
but httle by the jumors As one of their number may I put 
forward three pomts 

The primary reason for any alteration m the present 
position IS to ensure recogmtion of the status of patho¬ 
logists, despite the fact that a man’s status depends above 
all upon his personahty and the quahty of his work, and 
only secondarily upon his qualifications Higher quahfica- 
uons, howeier, are necessary to prove adequate traimng 
m one’s own specialty for promotion to consultant or 
similar grade, and the mstitunon of a speciahst examma¬ 
tion m pathology, of the highest standard, is now urgently 
required To the pathologist m traimng it is the most 
important facet of the present discussions The expendi¬ 
ture of time and work bv those who aspire to the member¬ 
ship of one of the Royal CoUeges of Physicians has been 
eloquently described bv Professor Cappell m his presi¬ 
dential address * to the Assoaanon of Clmical Pathologists 
It IS certam that only the quahficauon offered by the 
Roval College of Phvsiaans will have the immediate 


high standmg required to divert them from such 
exammauons 

The finances of the new orgamsation are of particular 
interest to impecumous registrars and lecturers It has 
been said that the provision and mamtenance of any 
reasonable buildmg will cost each member an imtial 
donation of about £100 and an annual subscnpnon of up 
to £25' Some of us may not be able to find such a sum 
Are vve to be excluded from the college until w'e are 
semor enough to afford the subscription,, and if so will 
we ever achieve the semority ^ However, we are assured 
that mdustry and various benevolent foundations will 
provide the necessary funds Even if the money is forth- 
commg, I do not beheve we can justify spendmg such 
vast sums on estabhshmg a college, when there are so 
many research projects urgently needmg finance Would 
our money not be better spent on research on acute 
leukaemia m children or even coronary disease m patho¬ 
logists than upon a bmldmg ? £100,000 would buy a lot 
of knowledge of disease—could we not devote our 
benefactions (if any) to estabhshmg a series of research 
fellowships rather than a college ? 

If a CoUege of Pathology is to be founded then I 
beheve it must be as broadly based as possible and must 
be open freely to aU those who work m and around the 
subject, scientist or doctor, whether academic or chmcal 
Pathology is neither practised nor advanced solely by 
those on the Medical Register However, m a Faculty of 
the Royal CoUege of Physicians it would be logical to 
restrict fuU membership to the medicaUy quahfied 

The CoUege of Physicians of London is a body of the 
highest standmg and to be caUed a physician is no dis¬ 
honour I hope, with Peter Davey,^ that a Faculty will be 
estabhshed They offer us more than does an mdependent 
coUege m the foreseeable future, and at less cost The 
generosity of their terms puts us m an immensely strong 
position, and vve can always withdraw 

FmaUy, may I suggest abandonment of the term 
“ Division of Pathology ”, for the words come uncom¬ 
fortably close to the truth 

London, S W 15 P O’GoRAIAN 

*#* Another view on this subject is given on p 1025 m 
a letter from the Widdicombe File —Ed L 


ATHEROSCLEROSIS AND CORONARY 
HEART-DISEASE 

Sir,— Surely your correspondents are arguing on 
points of semantics rather than pathology As you. Sir, 
rightly pomted out last year,^ pauents do not suffer or die 
from coronary disease, but from the consequences of 
myocardial ischaemia, which may be acute, chronic, or 
spasmodic I have always held that one of the best 
classificauons of disease causation, is that which vve learned 
at our obstetrician’s knee, of which a part ran—faults m the 
powers, faults m the passages, faults m the passenger 
Myocardial ischemia may be due to faults m the power 
of the heart’s action, faults m the coronary passages 
whether narrowed or occluded by what you wall, or faults 
m the passenger—the blood, which may be deficient m 
oxjgen-carrymg capaatj, or contain a substance noxious 
to the myocardium , 

In spite of the welter of mvestiganons on atheroma ana 
degenerative heart-disease, vve remam remarkably ignorant 
as to the frequency, degree, and ty-pe of myocardial 
ischiemic rhange to be found at death m the populano_^ 


1 icr tr. 0~t 15 1960, p S63 


2 See ihJ Oct 22 1960, p 921 

3 Lartcel 1959 n, 863 
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as a whole, and without this manj of our deductions in 
this field are insecure I behete that a studj, almost 
completed here by Dr C J Schwartz and Dr J R A 
Mitchell, will give us this informauon, as far as the 
current Oxford postmortem populanon is concerned, 
and may encourage others to carrj' out comparable 
mtesuganons elseivhere 

No-one would dispute that one may find coronary 
narrowmg or occlusion m hearts from persons of all 
ages, yet it remams that m a high proportion of elderly 
persons, ischsEmic mjocardial lesions occur, uhich are 
qmte different m character from those usuallj seen m 
the jounger age-groups, for example, there is the condi¬ 
tion which Lmzbach called rencular mj ocardial necroses, 
but unhappilj this is a sphere of cardiac pathology which 
to a large extent is unexplored 

Turmng to the Registrar-General’s stausncs, we find 
some cunous features 


England and VTales Crude Death rate to a mllton Itvtng 

1940 1949 

Artenosdtroac heart-diseascj including coronary 

disease (i s C- 420) 573 1093 

M\ocardid degeneration arteriosderosts 

(ISC 442 1) 467 617 

Oth^r ocardial degeneration c 422 2) 1548 1274 

Total degenerame heart-di«ease (i^C 420 — 

442 2 2 25SS 2934 


1958 

1863 

532 

656 

3051 


As everyone knows, the death-rate attributed to “ arteno- 
scleronc heart-disease and coronary disease ” has mcreased 
more than threefold m the past eighteen years, but “mso- 
cardialdegenerauon with arteriosclerosis” has hardly changedat 
all and “ other myocardial degeneration” has fallen to a third, so 
that if one groups together the rubncs that can be regarded as 
representmg ischtemic heart-disease (i s c 420, 422 1, 422 2), 
the rate has only mcreased by a fifth, which is little more than 
IS to be anuapated m view of the mcreased expeaauon of hfe 
I am, of course, as aware of the defects of companson of crude 
death-rates as against standardised mortahty ranos, as I am of 
the answ er which John Graunt found to his quesuon, w hy there 
were so few deaths atmbuted to the Pox m the Bills of 
Mortahty Nevertheless, it imght be worth while, for those 
who behei e, that by feedmg rabbits or men on unnatural diets, 
they will deter min e what factors m modem life have caused 
this spectacular mcrease m deaths attributed to “ coronary 
disease ’, to try and find out what are the factors which have 
caused the almost equally spectacular decrease m deaths 
attributed to “ myocardial degenerauon ” 

When we look at the age-differences, the Registrar- 
General’s tables reveal another cunous feature 


England and Thales Age differences 
Proportion of Deaths 


All causes 

Arteriosclerotic heart-dis¬ 
ease including coronary 
disease (I s c. 420) 
Mjocardi^ degeneration 
(IX c. 422) 


1940 

53% 


Cher 65 


Ko of Deaths 

1958 

1949 

1958 

<65 yr 

65 -^yr 

Total 

63% 

6S% 


es?,, 

69% 

25 962 

58,079 

84,041 

90% 

95% 

2195 

51 577 

53 772 


As IS to be expected m an agemg populanon, the propomon 
of all deaths occumng over 65 is steadily nsmg, m 1940 it was 
53% and m 1958 68%, and the propomons of deaths atmbuted 
to artetioscleronc heart and coronary disease is alm ost idenucal 
(1940 55%, 1958 69%), but of the deaths atmbuted to myo¬ 
cardial degenerauon, 85% occurred at 65 and over, m 1940 and 
95% m 1958 


Puttmg this m another way, m 1958 there were 138,000 
deaths atmbuted to “ artenoscleronc heart and coronarv 
disease ” and “ myocardial degenerauon ”, of which only 20% 
q^^^^tred under the age of 65 Of these 28,000 deaths under 65, 
94,(, were atmbuted to artenoscleronc heart and coronary 
disease, whereas of the 110,000 deaths over 65, 47% were 
attributed to myocardial degenerauon 

There are clearly a number of explanations for this 
difference, but it must be assumed that cerufymg doctors 
consider that there is a fatal form of heart-disease which 


they designate as “ myocardial degeneration ” or any of 
the other mclusion terms m rubric 422, which occurs 
almost exclusiy ely m persons of 65 and over, and accounts 
for nearly half of the cases of degenerative heart-disease 
m this higher age-group 

Naturally we have no idea what, if any, are the climcal 
differences or morbid anatonucal lesions m cases attributed 
to these two rubrics but if there are real differences, other 
than the whims of nomenclature of the cemfy'mg doctors, 
then It would be m keepmg with Dr Acheson’s^ 
observations 


Department of Pathology, 
Radcliiic Infinnarv, 
Orford 


A H T Robb-Smith 


SARCOIDOSIS TREATED WITH CHLOROQUBSE 
Sir,—I have read with mterest Dr Soderstrom’s 
amcle of Oct 29 m which he desenbed the response of 
two patients with sarcoidosis to mepaerme He suggested 
that chloroqume mav be used instead of mepaerme 
I have treated with chloroqume systemic lupus ery¬ 
thematosus, penartenus nodosa, Stev ens-Johnson sym- 
drome, and other hypersensitivity states smee 1953 and 
rheumatoid arthnus smee 1954 ® ® 

The Eetiology of sarcoidosis is still improven, but there 
IS a fairly strong suggesnon that hyipersensitivity may 
agam play a part Michael' and Cummmgs,® for mstance, 
related sarcoidosis to the chemical consutuents of pme 
poUen 

On the assumption that sarcoidosis represented a 
hyipersensitivity state I have treated tw o cases with chloro¬ 
qume smee 1957 

A married w Oman, aged 32, was first diagnosed as sarcoidosis, 
mvolvmg mainly the lungs, m 1956 when treatment was started 
with chloroqume sulphate 200 mg t d s This was contmued 
for SIX months when it was stopped because of pregnancy By 
then all lung lesions had cleared Her condmon was reviewed 
m 1957 and 1958, when she was qmte well and the X-ray’ films 
showed clear lung fields 

A married woman of 23 was fiirst seen m Julv, 1957, when 
she had characteristic sarcoid lesions on her upper arms, 
trunk, and buttocks, and hilar-gland enlargement Biopsy con¬ 
firmed the chmeal diagnosis The Mantoux test was negative 
Chloroqume sulphate 200 mg tds was started m July, 
1957 In September, 1957, the hilar enlargement had greatly 
dimmished and the skm lesions subsided In February, 1959, 
she was entirely svmptomless and stopped chloroqume on her 
own By May, 1959, there was a recurrence of lesions on the 
right side of her cheek, upper arms, and buttock Chloroqume 
was immediately re-started, and by Julv, 1960, the skin lesions 
had almost completely disappeared and she felt well This 
patient is still on 200 mg chloroqume sulphate daily 

At the mtemaaonal conference on sarcoidosis in 
Washington, D C , this year several speakers desenbed the 
benefiaal effect of chloroqume m sarcoidosis 

Evaluation of any drug for sarcoidosis is difficult 
because of the fluctuation m the natural history’ of the 
disease with frequent spontaneous remissions This was 
the reason for not pubhshmg my own limited expenence 
of the drug m sarcoidosis If, however, smee it appears 
that more widespread tnals of chloroqume m the manage¬ 
ment of sarcoidosis are earned out m other parts of the 
world, then even a very lumted trial such as Dr Soder¬ 
strom’s and my own should be made known It is of 
particular mterest that Dr Soderstrom noted selecnv’e 

4 ibid 1960 u 706 

5 Fuld H Rhcvmalism) 1958 14, 12 

6 Fuld H Horwich L Bnt med J 193S u 1199 

7 Michad A1 Jr /Inn intern Med 1936 45 151 

8 Cummings M M Hudgms, P C Aver 3 med Set 1938,236 311 
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Staining of sarcoid lesions by the antimalarial There is 
reason to beheve that chloroquinej too, has a selective 
action on the joints in rheumatoid arthritis, as we have 
found after 18 months’ experience with chloroqume 
injections mto rheumatoid arthritic joints (details are 
about to be pubhshed) 


Sefton General Hospital, 
Liverpool 


H Fold 


HEATSTROKE 


Sir,—I must congratulate you on your editorial of 
Oct 15 Such IS the reputation of your journal, however, 
that unless I take issue with you on a matter of emphasis 
It may appear that treatment m a special room with refrig¬ 
erated water, as described by Guthrie and McCraken,‘ 
IS the best and only sausfactory method of treatment I 
know that special rooms of this nature are provided m the 
Persian Gulf—but many a heatstroke has been treated 
successfully with only the mimmum of facihues I feel 
that It would be better to emphasise the prmciples of 
treatment rather than the accessories, which are expensive 

At the moment there appear to be two schools of thought 
on treatment one uses refrigerated water or iced baths or 
iced sheets and the other aruficial sweat and forced air 
movement I am a convert to the second school ever smce 
I encountered shivermg as a response to treatment with 
iced sheets in a patient who was still hyperpyrexial After 
this I began to reconsider the physics of reducing body 
temperature 

Everyone knows that during treatment it is important not to 
reduce the temperature to normal limits as this may give rise to 
shock, and if shock occurs it is very difficult to treat Immersion 
m an iced bath can be very “ shocking ” to even a normal indi¬ 
vidual just jump naked into the Serpenune next January if 
you wish to contest this pomt' Immersion in, or spraying with, 
refrigerated water coils the body by conduction alone and is 
associated, sooner or later as the body cools, with peripheral 
vasoconstriction This vasoconstriction converts the skin, 
with Its superficial fat, into a fairly useful insulating layer 

Heatstroke is related to cessauon of sweating however caused 
Evaporation of sweat from the skm, by virtue of the latent heat 
necessary to effect this, rapidly cools the blood flowing through 
the dilated skin vessels, which then act as a heat exchanger to the 
internal organs When sweating has ceased it is logical to pro¬ 
vide artificial sweat in the form of tepid water and to aid evapor- 
auon with strong air movement In hot chmates a powerful 
fan and tepid water are almost umversally available, and it is 
usually possible soon to accelerate cerebral cooling with an ice 
bag, or ev en ice wrapped in a towel, applied to the head 


I have no wish to decry the work of anyone who uses 
refrigerated water or iced baths, because I feel that m their 
experienced hands this form of treatment is both success¬ 
ful and safe To the average doctor, however, heatstroke 
IS a comparatively uncommon emergency and treatment 
must be given at once with faahties readily available I 
can assure you that it is perfectly possible to treat success¬ 
fully hyperpyrexia of any mtiology by sponging with 
tepid water and a strong air blast from a fan, even in con- 
diuons of high relative humidity and high ambient 
temperature 


ILA r Insutute of Pathology and 
Tropical Mediant, 

Halion A>lesbur> Bucks 


R Mortimer 


Sir,—^Y our leader is very valuable Hyperthermia (as 
we used to call it) will follow the treatment of patients 
with malaria, sandfly fever, entenc fever, and influenza 
m uncooled hospital wards Cardiac failure is uncommon 


m hyperthermia, except when the condiuon has persisted 
untreated for some hours 


Servicemen have been known to report sick, with pyrexia, 
and been sent back to their quarters, and found hyperthermic 
and unconscious some hours later, in such cases cardiac failure 
IS not uncommon and the response to the most enlightened 
treatment is disappomtmg 

As you say, proper application of the prmciples of prevention, 
which are well known, should be everywhere applied, especially 
m Service commumues, and devices for effecuve coohng should 
be at hand in all situations where heatstroke is known to occur 
I emphasised this m 1937 ' 


St Margaret’s Hospital, 
Epping 


Frank Marsh 


SPONTANEOUS FRACTURE OF THE FIBULA 
Sir,—D r Hobbs (Oct 22) raises an interestmg point 
when he states that in fatigue fractures of the fibula no 
adequate explanation of their occurrence has been given 
These fractures occur m two mam groups (1) the young and 
athletic and (2) the middle-aged and tired The case described 
clearly is of the second type Fatigue m bone may be compared 
m some respects to that in other materials such as metal 
When a metal column is subjected to repeated eccentric load- 
mgs, altematmg tensile and compressive strains occur and 
eventually lead to a fatigue or stress fracture This also 
happens experimentally in bone Gaynor Evans “ reported on 
subjectmg a piece of fibula to repeated cyclical loadmgs at 
5000 lb per square mch, and after 3,000,000 such loadmgs 
fatigue fractures occurred 

In life, however, bone has a built-m capacity to repair by 
osteoblastic action and only when the stimuli arc repeated 
sufficiently within the time taken to repair is a faugue fracture 
liable to occur This period is likely to be prolonged in the 
middle-aged Even then, if aching causes the activity to cease, 
the early fracture may pass unrecogmsed 

Windsor Roy MaudsleY 


POLIOVIRUS-NEUTRALISING ANTIBODIES IN 
STOOLS 


Sir,—D r Godtfredsen’s letter of Aug 13 reported 
failure to demonstrate pohovirus-neutrahsing antibody m 
the stools of 13 convalescent individuals We appreciate 
being informed of these results and hope that she and 
others will not cease efforts to deterimne the nature of 
resistance of the human ahmentary traa to pohovirus 
following infection with wild pohoviruses or the feeding 
of attenuated hving pohovirus vaccines Such alimentary 
resistance does not accompany Salk vaccmation 

Our commumcaUon ® reported the demonstration of specific 
anubody m the stools of 13 children recovering from poho- 
myelius Actually this represented only the positive results, 
the tests were performed m 93 convalescing patients and only 
13 mdividuals were posiuvc Once a given stool is demon¬ 
strated to contain type-specific pohovirus anubody, the 
observauon can be repeated and appreciable loss of titrc 
through storage and re-thawmg has not been observed The 
serotype of anubody observed m our 13 posiuve children were 
5 for type 1,3 for type 2, 4 for type 3 One child’s specimens 
neutrahsed types 1 and 2 When anubody was found m the 
stools the same type (and of course one or both remaimng 
types) of anubody was found m the serum As we pointed out, 
the stool anubody when found was always heterotypic to the 
mfcctmg virus, suggesting that those individuals’ alimentary 


racts had had previous exposurc(s) to pohovirus 
Deviauons m Dr Godtfredsen’s tcchmquc from ours 
nclude our use of a suspended-cell techmque, which hw 
idvantagcs m demonstrating “ low-avidity ” anubody, and 
lur use of 0 25 ml of the stools tested mstcad of 0 1 nu 


Bnush Encvdopidia of Medical Practice vol vi, P 396 London 1937 
Gaynor E\an 3 , F Stress and Strain in Bone SpnngtieJa, lli, 
Lanetz 1959, u, 272 


1 Guthne J , McCraken, A V Larctt^ 1960, t, 682 
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■Whether the test details per se are important is uncertam, but 
more children may need testmg our record of 13 of 93 
mdividuals (i 14%) suggests this Failure to demonstrate m 
vitro neutrahsmg antibody of the usual kmd m the stools of 
the remainmg 80 pauents may be purely techmcal or may have 
fundamental explanations The age of pauent, time of stool- 
collecuons after the current infecuon, previous ahmentary 
contact with the other serotypes of pohovinis, the “ secretor ” 
stams of the pauent’s alimentary tract, and other factors may 
influence the results 

Ascertaimng the modus by ■which the ahmentary tract 
resists infection after experience with hve tTrus but not 
foUowmg mtramuscular vaccination is important from the 
epidemiological, chmcal, and general biological pomts of 
view It is hoped that smdies of this kmd with varymg 
approaches m techmque will be conducted by as many 
workers as can mterest themselves m this field 


Universit> of IxuisviUe, 
Kentucky 


Alex J Steigman 
Murray M Lipton 


STERIUSATION OF THE DIABETIC’S SYRINGE 
Sir, —The recent correspondence on this subject 
recommends several methods to be safe and trouble-free 
On the one hand. Dr Wauchope (Sept 10) doubted uhether 
sterilisation was necessary and described her fortunate personal 
expenence without any infections for many years But 1 fear 
j that many insulin pauents would have less high standards of 
cleanhness than hers and this is a very important pomt not 
mentioned m the previous correspondence How well I 
remember a young woman who, after five years of 
trouble-free mjecuons, developed mystenous abscesses on 
' both thighs TTie bath she received on admission to hospital 
'v for mvesugauon stopped all further troubles, and she told me 
^ that she had moved to a house where there w as no bath and this 

explamed her abscesses 

What do the ins ulin manufacturers say m their msuhn 
packages’ Nothmg very defimte. Most of them say that 
boilmg m tap-water is desirable but as that is not always 
I possible, advocate keepmg the syringe and needles m spirit 

The balance of the advice given by your correspondents 
' IS to favour spint alone, although the mioator of the 
correspondence. Dr Stephen Carter, boils his synnge 
i four tunes a year and uses no spirit 

f London, W 1 R D LAWRENCE 

SUICIDE 

^ Sir, —Readmg Dr Stewart’s article of Oct 22 it is 

^ difficult not to feel compassion for many of the 85 suiades 
y in his senes of 122 who had been suffering from various 
(J painful or disabhng diseases 

Is It not time that the coroner’s court formulse, 
while the balance of his mind was disturbed ” or 
while of unsound mmd ”, should be discarded m 
the absence of clear evidence of mental disturbance 
pnor to suicide ’ Some people who commit suicide to 
terminate a life that has become a life-sentence of mtract- 
able pam are takmg a step that seems sensible albeit 
desperate 

As you report last week (p 976), a Bill to pro'Vide that 
suicide and attempted suiade should no longer be 
®miual offences has been drawn up and approved by the 
^-nmmal Law Revision Committee So need we penahse 
hie smcide by castmg an unmerited slur on his samty 
just because he has committed suicide ’ 

, regard to attempted suiade. Prof E Stengd ’ 

has for a long time taught that one of its mam motivations 
ts the appeal of a desperate mdrvidual for help from his 
fellow-men Unless the family or friends of the attempted 


suiade are alerted to his dangerous dilemma by the 
smadal attempt, the only practical step likely to prevent 
a second, possibly successful, attempt would seem to be 
brmgmg him before the courts and placmg him on 
probation on condition that he recaves necessary 
psychiatric treatment It is to be hoped that this potentially 
hfesavmg course will not be made more difficult if the 
new Bill becomes law 

London, W 1 F R C CASSON 

THE NATURE OF ESSENTIAL HYPERTENSION 

Sir,—I really' must take exception to the data which 
Dr Marshall (Oct 22) alleges add to the solution of this 
problem, and the conclusions he draws from these data 

My old chief. Sir Thomas Lewis, would not allow 
readings of blood-pressure taken by nurses to appear in 
saentific pubhcations The estimations which Dr 
Marshall uses were made by “ speaally tramed nurses at 
hourly mtervals durmg one day a patient spent m hos¬ 
pital” They were made to the nearest ev'en number 
Dr Marshall states that digit preference can be excluded 
because the nurses had no mcennve Nor had those 
employed by Boe, Humerfelt, and ^Wedervang ^ m their 
measurements made on 67,976 inhabitants of Bergen 
Yet digit preference was more marked than m any other 
senes I know 85% of systohe readmgs (senes i) ended 
wnth 0 and only 15% with 5 For diastohc readmgs the 
percentages were 87 and 13 respectively Diastohc 
pressures had a bimodal distnbution m the second but 
not m the first sample This bimodahty w’as most probably 
due to a change m the team of nurses makmg the measure¬ 
ments There IS no analysis m Dr Marshall’s paper of the 
distnbuaon of readmgs, nor any evidence that steps were 
taken to assess how accurate the readmgs were 

As disturbmg is his statement “ Moreover, the blood- 
pressure figures used m this study were means of six 
readmgs taken under constant condiuons ” To those 
who work m the field of saence, “ constant conditions ” 
has a clear imphcaaon, and is a state, m fact, very rarely 
achieved Dr Marshall’s 134 patients “ attended hospital 
for one day durmg which they rested on a bed m the 
supme position Their blood-pressure was recorded 
hourly for six hours by speaally tramed nurses, who read 
the sphygmomanometer to the nearest even number” 
One could perhaps imagme that from 10 to 4 the patients 
lay on a bed m a side-ward and were visited only by the 
nurses But this was not so “ Durmg the one day m 
hospital the patients had a physical exammaaon, chemical 
and rmcroscopic exammanons of the urme, estimation of 
the blood-urea and blood-cholesterol, an electrocardio¬ 
gram, and a radiographic exammation of the heart and 
skuU ” 

Dr Marshall’s averages of six ■values, each to the 
nearest even number, will give him a senes of mtegers 
which perhaps he rmght take to one place of decimals 
As set out they are arranged m groups at mtervals of 
8 or 12 mm Hg He does not say how this groupmg has 
been done And yet it is vital to the conclusion the reader 
IS mvited to accept 

However, the worst feature of Dr Marshall’s paper is 
his evidence for bimodahty A protest has been made 
before agamst mterpretmg irregularities m frequency 
thstnbution oirves as bimodahty, espeaally when the 
numbers are small Fortunately'Dr Marshall has now 
brought this practice to what must be the all-time low 


1 Lancet 1952, a, 1059 


1 Boc J ,Humerfelt S ,Weden.ang,F Actamed stand 1957 suppi 321 
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He says “ The systohc pressures of patients over 60 years 
had a bimodal distribution irrespective of whether their 
parents died below or above the age of 65 (fig 5) ” 
Fig 5 shows the frequency distribution curve of 26 
patients whose parents had died under the age of 65 
Here are data taken from fig 5 for this group 


SystolicB P 

108 

120 

Frequency % 

Actual number 

J 

12 

3 

132 

4 

1 

144 

8 

2 

156 

12 

3 

168 

24 

6 

180 

16 

4 

192 

8 

2 

204 

12 

3 

Total 

100 

25 


The contention evidently is that a senes 13 12 3 
demonstrates bimodahty 

Finally^ supposmg that an analysis of patients between 
the ages of 31 and 70 showed that there were essentially 
two populations as regards blood-pressure—and has this 
not been shown by Dr Marshall —could this be accepted 
as evidence that essential hypertension is the mamfestaaon 
of a single gene ’ For Dr Marshall states “ It seems likely 
that the appearance of a group with raised blood-pressure 
IS caused by a hereditary factor—probably, as Platt 
suggested, due to a mendehan dominant ” It should be 
clearly stated that cerebral vascular disease consists of at 
least three entities occlusion of the arteries m the neck, 
of those withm the cramum, and cerebral hiemorrhage 
There is a strong suspicion that the last is more closely 
associated tvith grossly raised pressure than the first of 
these Dr Marshall says that these patients had “ what 
was judged on chmcal grounds to have been a non- 
embohc cerebral infarction ”, but, as previously reported,® 
his trial of anticoagulant treatment had to be stopped 
because of the incidence of fatal cerebrovascular accidents 
due to cerebral haimorrhage m the treated group Had he 
mdeed demonstrated two populations in cases of cerebro¬ 
vascular disease this would have no bearing whatsoever 
on whether essential hypertension is or is not the manifes¬ 
tation of a smgle gene 

Oxford G W Pickering 

Sir,—B efore some of your readers should be tempted 
to interpret the results found by Dr Marshall as cogent 
evidence in the conflict of views on the nature of essential 
hypertension, could we have the answers to some simple 
questions ’ 

(1) We are told that the subjects studied had all previously 
had vhat was judged to have been a non-cmbohc cerebral 
infarcnon In what ways were these survivors thought to be 
representative of all people suffering cerebral infarction, how 
were the subjects selected, and why were there 91 males and 
only 43 females when mortality-rates from vascular lesions 
involving the central nervous system show no gross sex 
difference 

(2) Having demonstrated such very different frequency dis- 
ttibutions of arterial pressure in the two sexes as those shown 
in fig 1 (fc) and (c), what is the jusufication for combming the 
two sexes in all subsequent analyses® 

(3) In analysing blood-pressure data for subjeas aged 31-70 
is It reasonable to use only two age-groups, above and below 60, 
when the evidence derived from the general population shows 
arterial pressure to be very sensitive to age® 

(4) The grouping of pressure into units of 12 mm Hg for 
systohc and 8 mm for diastolic pressure is unusual Could 
this have influenced the shape of the published curves? 

The tvpe of study carried out by Dr Marshall could 
2 \lanhall J Paihopcnesis and Treatment of Occlusuc Attcnal Disease 

p 99 London,1960 


L't 


be repeated m many hospitals in the country but 
have httle value unless confirmed in less highly s , 
populations Before we are confused by more ant 
bimodal curves, may I make a plea. Sir, that 
should pubhsh their data m a form that enables inti'' 
readers to evaluate them and allows comparison wifl' ^ 
pubhshed work, and particularly with the careful '! 
Platt and Pickering Pictures alone are unsatisfac'^ 


Llandough Hospital, 
Penarth, Glamorgan 


W E Ml 


Sir, —There seems to be a growing and unfoij 
tendency, especially in commumcations on hypertr 
to argue from diagrams The latest example is the 
of Dr Marshall, who rehes upon them entirely anr_^ 
no figures at all It must be adnutted, however, t" 
sm IS a rmnor one, for as his numbers are very sir' 
corresponding frequencies can be reconstructeC~ 
almost complete accuracy from his curves showir"' 
centages Nevertheless, one would hke to have thr"' 
data in less coarsely grouped form And, incidP^ 
how can pressures measured to the nearest even n--® 
be added so as to yield the series of figures she"-' 
group centres in all the diagrams ® 

The following opemng paragraph has appeal f 
chapter ii m all successive editions of R A i 
Statistical Methods for Research Workers, right back V' 
first edition of thirty-five years ago 

“ The preliminary examination of most data is facilitated^; 
use of diagrams Diagrams prove nothing, but bring outSii 
features readily to the eye, they are therefore no substitute I 
critical tests as may be applied to the data, but arc valt^^t 
suggesting such tests, and m explaining the conclusions i" ® 
upon them ’ J- 

The current discussion on the nature of es’'M 
hypertension will be greatly helped if these wise woptts 
remembered, and if authors give as much of theii’d': 
data as possible, apply suitable tests, and in paritj 
explain just what they have done, desiderata stri' Hi 
lacking m some recent papers The curves can thet^il j 
their proper purpose of illustration and hght relief --Ij;-; 


MRC Chmcal Genetics Research Unit, 
London, W C 1 


J A Fraser Robe 


HI.! 


I. 

Sir,—I t has been pomted out to us that we ti;' 
wrong (Oct 15) in saying of Miall and Oldham’s *Vo, 
that there were only 24 subjects with diastohc pK-Jii 
“ greater than 100 mm Hg ” This should hav.' luj 
“ 105 mm Hg and greater ”, &c We are very soi Ib« 


S L Morri' 


London, E 1 


J N Morris 




If.' 


'V 


CYCLICAL (EDEMA AND SHOCK ^ 
Sir, —I read with great interest your leading aru 53i( 

Oct 1 You mentioned that apparently the urine w'xt 4 

tested for hydroxymdole-acetic acid m the pane 
described ® H--, 

In the mterest of completeness, I should hke to adss,! 
although we did not include this m the pubhshed r^t. ■ 
the 24-hour urinary excreuon of 5 -hydroxyindole 
acid was measured on 5 occasions m this patient, inc 
during a shock phase, during a recovery phase, and 
a Ume when she was asymptomatic These determine,I,^ 
were performed by Dr O Dhodanand Kowles 
New York Hospital The values were all between 
3 mg per 24 hours (normal up to 8 mg pet 24 ho 


New York. 


1 Cltn Sci 1958, 17 409 ^ 

2 Amcr J tned 1960, 29 193 
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_ “1 MODERN' CLINICAL BIOCHEAUSTRY 
rhi Jij—I vrould not put the clock back 50 ^ears as Dr 
-tr-tSiv forbids (Oct 29), but 113 sears and quo'e from 
—hovt’s paper, Standpomts in Saenufic Medicme 
{C-juJ can learn much firom chermstrT, but \s e will has e to 

_, Te for ourselves the privilege of apphnng its findmgs ” 

' richow was familiar with the appreciable number uho 

-1 Dr Hendry’s outlook m his 1855 paper on Cellular 

clogs he writes “ The condescension uath uhich the 
‘ —cnents of chemical and phvsical viesspomts—es en 
who hate only a sery imperfect understanding of 

I_^oscopic anatomv—^look down on morphologv is 

^ flknown ” 

,oin my student days I has e had the highest regara for 
*d we receive from competent biochemists if thev 
idieir nght place m the team thes are ms'aluable I 
_^.Eglv dishke sphttmg the pathologs department mfo 
or more svatertight compartments '^Yhenes er I look 
' p mv microscope problems in bactenologs, hsmato- 
• or biochemistrs arise, svith the aid of one or other 
of my team these are foUoss ed to the ads antage of 
—^ clmiaan and patient Our biochemist regularh drau-s 
^ f attention to problems which should be foUoss ed m 
^,itr departments Without a medical training sers few 
■ - accemists are safe m advismg on the meaning of mans 
1 ^ taeir findmgs A good example of the mterdependence'' 
' "'tile four departments of the pathological laboratorv s^s 
nm of 23 admitted to one of our surgical wards m a 
£ ate of diabetic coma When the biochemist told me of 
- a verv high blood-sugar I at once asked whv he ss as m a 
Ugisal svard it svas because he had had a bladder-neck 
j ^’eratioa for enuresis there three months before I dis- 
neredthat he was not then a diabetic, so ue at once 
_^^£axmnsd his blood for seventv of infection (if ans), and 
- ^ for pus and orgamsms The real diagnosis was 
y luddy established as pi onephrosis, and unfortunate]v 
Toved at necropsy To me aU sections of the laboratory 
■e equally important m general Who is the most impor- 
' ait departmental head s anes with the case, for the y oung 
^ lan just mentioned I would say it was the hmmatologist 
•'icause he said clearly death fium infection is mentable 
I absence of successful treatment 
‘ The quesnon of who is the most important, the patho- 
^ 'pst or one or other of the techmcal heads of departments, 
absurd one It is well answered by Leo Tolstos m 
' sho-t story Three Questions written m 1903 (in 
^ /V vsnty.'Thfg^ Tales) I hope Dr Hendry and others who 
t ink like him wiU read this The practical pomt is that 
pathologist IS usually the onlv one who can bnng all 
cuoas of the laboratory to the aid of the climaan, he 
' ^ others can cheat death when he calls too soon 

' Sreatest emotional satisfaction is to be found m 
practice, the greatest mteUecrual satisfacnon m the 
■' ^ ' ’'^^ogical department The former is warm, the latter 
, ^ cold, that IS why manv of us feel like Dr Hendry 

^ tunes If tins emotional satisfaction is wanted, do not 
3 physiaan or surgeon as Professor Cappell 
^suggests, for they occupv a half-wav position, 
O nicdical qualification and enter general pracace 
^ Hendry may be shocked to know that to me the 
ranks equally with the semor techmaan m 
^^lisuiatologjj bacteriology, and histologs I do 
taow which is the most important until I know the 
^ If ihe traimng of a biochemist is more difficult, 

' “ ®11 Will not agree with this, they should be paid 

-re as they are This makes a psychological barrier 
sen them and the techmcal heads of the other depart¬ 


ments which a wise biochemist will do all in his power to 
destrot 

Biochemists are not at the crossroads lookmg four ways 
at once at the moment they are lookmg on the way our 
only If that happens it will be a tragedy Ve do not 
haye far to look to see non-medical biochemists who are 
mvaluable m the practice of medicme, they are professors 
or of that cahbre This is taken to mean, by some, that 
all we need to do to obtam a good biochemical service is 
to appomt a good chemist m charge of it and then keep 
ayvay This is nonsense My biochermstry department 
oyves a lot to men wath medical qualifications, these are 
ideal but m short supply Ey en Dr Hendrv rmght allow 
that the greatest chmcal biochemist of aU tune yvas the 
medically qualified Paul Ehrhch 

Hoyy should the pathological semces of the future be 
planned’ Dinsion mto a number of watemght com¬ 
partments IS an evil yvhich may be necessary m places 
The right thing seems to me a large general chmcal 
laboratory where a problem m a patient is studied, not 
just a test performed This should be backed by small 
reference laboratones m the same buildmg Most of the 
routme biochemistry should be done m the chmcal 
laboratory—^mdudmg the blood sugars and ureas for 
which Dr Hendry has such contempt, though if I could 
haye only two biochermcal myesnganons I would pick 
these 

How should jumor and senior members of the medical 
profession use the pathological serynces’ I giye two 
answers to this Because so many tests are needed the 
pathologist can no longer attend to all Manv are straight¬ 
forward and the patient progresses well, these cases justify 
a request for a giten test Many patients are diagnostic 
problems or are unsansfactorv If a patient is, sav, 
unsatisfactory after an abdominal operation I like the 
surgeon to tell me what he did and mvite our help At 
the moment many are obsessed yvith biochemistry to the 
exclusion of the other branches The correct use of all 
departments will myanably say pentomtis, ileus, both or 
neither We yvant to know the process, not some min ute 
detail of It When we begm our training with the imcro- 
scope we use the highest magmficanon we can get, and 
feel that if we could only obtam some thin g larger we would 
know ey ervthmg As we become more experienced we use 
the lowest magmficanon so that we can see the process 
This earns us scorn from the most junior mv son, yvhen 
a dental student, assured me that I only guessed at such 
a low magmficanon I fancy that many, yy ho should know 
better, feel that m biochermstry they hate some thin g 
of higher magmficanon than the electron microscope 
Perhaps they haye, but the sap m a leaf teUs you httle 
about the plant and less about the forest. 

May biochermsts read Leo Tolstov and r emain our 
honoured colleagues Mav I be permitted to salute 
Professor CappeU’s masterly sury ey 

Derbj G R OSBORK 

Sir, —^There is an element of truth m Dr Hendry’s 
statements about the mterrelanonship of “ pathologist ” 
and biochemists, but surely manv yviU think he oy erstates 
his case, and confuses any senous analvsis of tne posmon, 
both by his causnc yvit and blatant tmsuse of the names of 
the reactants It is patently absurd to implv that each 
large hospital should haye an autonomous biochermstry 
department such a sepanst moy ement would be harmful 
to the patient and the dimaan, and more pamcularly to 
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the biochemist himself What is clearly needed is a greater 
integration of the laboratory scrvicesj botli witlun their 
own house and witlun the framework of the hospital as a 
whole No hospital worker, be he physician, surgeon, 
histologist, or biochemist, can go it alone, even if the latter 
thinks he can do it all himself It is, of course, platitudin¬ 
ous to say there is no place for the enthusiastic amateur in 
this modern scientific work, each specialist must overtly 
be trained as such, but he would be a fool indeed to sup¬ 
pose he alone has sometlung to offer the patient, whatever 
the latter’s disease 

Pathology is the study of disease however Dr Hendry 
may interpret biochemistry to himself, in clinical practice 
It IS the application of chemistry to the study of human 
disease, and it must follow that even he is to some extent 
a pathologist I personally would like the terms patho¬ 
logist and pathology laboratory, as currently used, to be 
discontinued, in hospitals at least Instead, the terms 
bacteriologist, biochemist, biophysicist, ha.matologist, 
lustologist, or virologist could be used according to taste 
each woiker should have an individual laboratory, but all 
should be contiguous and in one central building, so 
having common meeting and stamping grounds Medicine 
and pathology have both suffered enough enthusiastic 
divisionists already without further chemical schizists 


County Hospital, 
Lincoln 


J R H Pinkerton 


HYDROCORTlSONi: AND CORTICOTROPHIN 
IN HERPES ZOSTER 

Sir, —During the past three months I have been using 
short courses of intensive hydrocortisone 10 mg 1 1 d for 
four days in severe cases of herpes zoster—with dramatic 
results 

Severe pain is relieved in two days and herpetic vesicles 
seem to scab and separate at an earlier period 1 lus has been 
particularly noticeable in severe herpes of the ophthalmic 
division of the 5th nerve TIus treatment has also been used 
for herpes involving cutaneous branches of the brachial plexus, 
again with dramatic improvement 

I do not seem to have seen tlus reported elsewhere The 
same improvement has been seen with the use of corticotroplun 
long-acting gel (40 units six-hourly for three days) 

Rugby J A Wakis Miller 

VIRUS INFECTIONS DURING PREGNANCY 

Sir, — 1 read your leader of Oct 8 witli much interest, 
because it fell to me to review this topic at the First 
International Conference on Congenital Malformations 
held m London in Julj, 1960 

May I take this opportunity to encourage those readers 
who may be continuing to investigate the outcome of 
rubella in pregnancy to arrange for the assistance of a 
laboratory where virus diagnostic tests can be performed ? 

Although the rubella virus has not yet been isolated— 
and we have had many negative results in Toronto—the 
Echo viruses that may cause a similar clinical syndrome 
can be readily grown in tissue culture 

Work done on the Echo viruses m Canada and many 
other parts of the world has convinced me that a diagnosis 
of “ rubella ” or “ german measles ” obtained from a 
patient must be considered unreliable Even a physician 
may mistake infecuon with an Echo virus (especially 
tvpe 0) for rubella In differentiation, it is important to 
note the short incubauon period of Echo infccuons 
(3-5 davs) 

Epidemiological studies such as those commented on in 
your editorial have produced substantial results Such 


studies may, however, prove even more rewarding in 
future wlien epidemiological techmques arc corrcL’ 
Witli the more precise laboratory tccliniqucs of 6 
modern medical virologist 

School of Hypicnc, * t « 

University of Toronto A J RHODES 

FATAL RESPIRATORY OBSTRUCTION DUE TO 
FAULTY ENDOTRACHEAL TUBE 


Sir,—I have encountered tlus phenomenon of rcspin 
tory obstruction due to faulty endotracheal tube on tluc 
occasions Simple deflation of tJie cuff has relieved th 
obstruction immediately, and the operauon has beta 
proceeded with There is no need to change the tube 
A few weeks after my first case our registrar cncountcreJ 
this mishap, and deflation of the cuff again reversed a 
potentially serious position 


Morriston Hospital, 
Swansea 


J M Lewis 


HAZARDS or BARIUM-SULPHATE ENEMA 
Sir,—Y our annotation of Oct 8 refers to barium 
sulphate pulmonary embolism The following case may 
therefore be of interest as a record of a further hazard 
in relation to this common diagnostic procedure 

A fit man of 70 was referred from the outpatient dtpartmeni 
for barium enema He complained of mucous diarrhcca. 
Technically the enema was uneventful On walking from tlit 
X-ray t iblc he complained of sudden severe abdominal pur 
and collapsed to the floor The radiologist reported that he vvai 
unconscious for some seconds He was transferred immcdiatcl) 
to a general medical ward 

When examined he was conscious, complaining of generalised 
abdominal pain and mentioned a transient sharp left-sided 
chest pain No peripheral pulses were detectable, blood 
pressure was unrecordablc and the jugular venous pressure 
was raised It was then observed that a striking generalised 
erythema was developing it reached a maximum some 45 
minutes after completion of the enema, and faded gradually 
over the next 6 hours 

Immediate rcsuscitauon was symptomatic, using oxygen, 
morplunc, intravenous pressor agents, and intramuscular 
promethazine Clicst X-ray, plain X-ray of the abdomen, elcc 
trocardiogram, scrum-transaminases, and urinary S-hydroxy 
indolc-acctic acid were all subsequently shown to be normal 
The barium enema showed a few diverticula in the sigmoid 
colon but no other abnormality The patient made an 
uneventful recovery and was discharged 10 days later The 
cause of his abdominal pain remains obscure 

In view of the negative findings and the clinical picture, 
this man may have had an acute hypersensitivity rcaaion 
The barium enema was made up in 1% tannic acid and vvai 
preceded by colonic irrigation with tap-water followed by 
' Vcripaquc ’ enema A similar investigation 4 months pre 
viously with the same preparauon was entirely uneventful 
Skin tests using 1% tannic acid were negative 

Fatal collapse due to proven barium-sulphate pul 
monary embolism has now been reported ' A second case 
in which tlus diagnosis seems highly probable, although 
necropsy w'as not allowed, has recently been recorded’ 
Acute “ water intoxication ” m the preparation of children 
for barium enema is now a wcll-recogniscd and some¬ 
times fatal hazard But the condition I have described 
docs not seem to have been recorded previously 

Over 1000 barium enemas arc performed annually in 
this hospital, no member of the st iff of the department of 
radiology has seen or heard of a similar case Althou gh, 

1 Truemner, K M Vinlandinplnm, 11 J Amer tnid An 1960, 173, 
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therefore, a most unusual event, its seriousness seems to 
warrant more general recogmtion We are hopmg to do 
further studies m an attempt to determme the nature and 
cause of this reaction It would be mterestmg, mean¬ 
while, to hear of any similar inadent 
I should lite to thauL Dr G D Hadley for his advice and per¬ 
mission to publish this case 


Middlesex Hospital, 
London, W 1 


B R Webster 


ACUTE COPPER POISONING 


Sir,—^T he paper b> Professor Semple and his colleagues 
(Sept 24) IS very timely, espeaally because the possibihty 
of toxic hazards from copper heatmg vessels does not 
seem to be generallv appreaated ^ 

It may be of mterest to recall that Dr Harold Jacobzmer, 
assistant co mmi ssioner of the Nett York City Department of 
Health, commented last year on the toxic hazards of copper 
as weU as other metals m hot tap-water drawn from corroded 
pipes lined by these metals - He said that he had m his files 
“ the report of an mvesugauon of a case where ses era! persons 
became ill due to excessive copper m water drawn from the 
bottom of a hot water tank ” Jacobzmer was commentmg on 
a paper ’ which had recommended the use of hot tap-water m 
the pteparanon of infant feeds 


Memorial Hospital of Long Beach, 
Long Beach, California 


George X Trimble 


ORAL TREATMENT OF PERNICIOUS ANffihUA 
WITH LOW DOSES OF H P P /I 
Sir, —^Dr Varadi(Oct 15)mustreahsehow mcreasmgly 
difiBcult It has now become for us to assess the significance 
of his findmgs, faced as we are with three differing 
descnptions of the treatment given, and the responses 
obtamed, from the same ten cases It is also a matter of 
some surprise to find that he classifies a case as “ relapsed ” 
(Sept 17) when, m faa, the pauent did not suffer a 
detenoraoon m die blood-picture at all, but merely a fall 
m the serum-Bi 2 level when the dady dose was reduced 
from 300 pg to 100 pg of Bi 2 
Fmally, it is a httle disappomtmg that Dr Varadi has 
stiU dechned to explam the snentific basis of his mter- 
pretanon of serum-Bn levels, when apphed to this 
particular form of therapy We do not doubt that the 
estimation may be of some value m confinrung a diagnosis 
m the untreated case of permaous anamia, but we would 
like to know what evidence he has for the conclusion m the 
penultimate paragraph of his letter of Sept 17, that 
serum-Bi 2 levels also reflect the degree of mtestmal 
absorpuon, on this particular form of therapy 

F S Moonei 

St Helens Hospital J ^ HeATHCOTE 

Sir, —Like Dr Varadi and Mr Elwis (Sept 17) I 
have been mvestigaung the serum-vitamm-Bij levels of 
patients with permaous antenua m relapse who have 
been treated with vitanun-B,o/peptide (‘ Distivit ’) 

In 8 such pauents receivmg 200 pg daily or less, follow ed for 
periods of three to eighteen months, the serum-Bi. concentra¬ 
tion rose above 200 [iu.g per ml m 1 case only A further 2 
patients given 500 jjtg daily for a period of eighteen months 
mamtamed serum levels around 400 (tug per ml These 
results are broadlj similar to those previously reported * using 
Oral crystalhne vitaimn B, With the excepuon of 1 patient 
receivmg 100 (ig daily, all these cases reached and maintained 

1 J Amer mcd Ass 1960, 174 550 
Z Jacobzinn: H J Pcdias 1959 55 797 
, w C Whitman, M ibid p 116 

4 Marshall Chalmers, J N , Sbmton, N K Lamer 1958, u 1298 


normal values of hamioglobm, red-cell counts, and packed- 
cell volumes, so Dr Mooney and Dr Heathcote (Oct 1) could 
agam, on this evudence alone, question the scienufic basis for 
usmg serum-vitanun-Bi 2 lev'els as proof of adequate dosage 
I submit howev er that, as a general concept of rauonal therapy. 
It IS desirable to give a sufficient amount of the vitamin to 
mamtam the serum level near the average normal mean—^that is, 
about 400 upg per ml It therefore seems necessary, if oral 
treatment for permcious anaeima is considered desirable for a 
particular pauent, that over 200 pg daily should be ad- 
numsteted, whether the vitamin B,, is m a crystalhne form or 
a pepude complex 


Co\ entry and Warwickshire Hospital, 
Co\ entr> 


N K Shinton 


BROADER MEDICAL TEACHING 
Sir,—M ay I comment on vour mterestmg annotation 
Broader Medical Teachmg (Oct 22) ’ 

On Oct 23, 500 general praennoners attended our third 
Medical IForld Conference One of the subjects was 
“ Trammg for General Practice ” From the discussion, 
several attitudes became apparent 
(a) The G P s agreed unanimously that their medical-school trammg 
had not fitted them for their work, (6) that, mth few exceptions, 
hospital doctors who had tramed them had little knowledge or under- 
standmg of the problems facing the G P , (c) that, despite a growing 
awareness of these deficienaes m traimng, the situauon has not 
improved of recent y ears 

In a laudable attempt to correct an unbalanced system of 
training, some universmes and the College of General Pracu- 
Uoners have mtroduced schemes to allow medical smdents to 
see something of general pracuce dunng their trammg Apart 
from local schemes which allow students to spend a few weeks 
wath selected G P s, there are the Edinburgh and Manchester 
Umversity schemes On a more ambiuous scale the Inverness 
Regional Hospital Board is providmg rotating mtemships, 
which mclude attachment to G P s, and the Wessex, scheme 
financed by one of the Nuffield Trusts is seekmg to provide 
young GPS with a chance to see somethmg of all three branches 
of the Service 

No-one would wash to mimmise these efforts Yet 
surely they leave the mam problem unsolved The 
hospital teacher who will contmue to form the nunds of 
new generauons of students is still out of touch with the 
problem of general practice How can this be otherwise 
when the career structure m the hospital field demands 
that the young tramee consultant should unrenuttmgly 
follow the narrow hues of his speaalty ’ 

I suggested at our conference that the problem could be 
partly solved if every future teacher m the hospital service 
had to spend a period m general practice—a proposal 
which was warmly welcomed The tune to do so vv ould be 
between the registrar and semor-registrar appomtments— 
1 e 3 before the young speaahst sets his foot on the ladder 
from which he dare not fall off If the time spent m 
general practice were made a condition of appomtment to 
a semor-registrar post, no-one would gam an unfair 
advantage 

Unlike the g p tramees, these young aspmng speaahsts 
would not have to be taught general practice by seleCTed 
good GPS Their need is to see the reahnes of practice m 
all Its forms They could be attached to four different 
types of practice for six weeks each, and could learn 
quickly some of the problems faemg the mdustnal, semi- 
urban, rural, and seaside G P In aU, this would occupy 
only SIX months of their workmg hves, yet it could have a 
profound and benefiaal effect on the future traimng of 
the medical student—and, mdeed, on British methane 

Bruce Cardew 

London, W C 1 Editor, Medical World 
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the biochemist himself What is clearly needed is a greater 
integration of the laboratory services, both tvithm their 
own house and within the framework of the hospital as a 
whole No hospital worker, be he physiaan, surgeon, 
histologist, or biochemist, can go it alone, even if the latter 
thinks he can do it all himself It is, of course, platitudin¬ 
ous to say there is no place for the enthusiastic amateur in 
this modern scientific work, each speciahst must overtly 
be tramed as such, but he would be a fool mdeed to sup¬ 
pose he alone has somethmg to offer the pauent, whatever 
the latter’s disease 

Pathology is the study of disease however Dr Hendry 
may interpret biochemistry to himself, in chmcal practice 
It IS the apphcation of chemistry to the study of human 
disease, and it must follow that even he is to some extent 
a pathologist I personally would hke the terms patho¬ 
logist and pathology laboratory, as currently used, to be 
discontinued, in hospitals at least Instead, the terms 
bacteriologist, biochermst, biophysicist, htematologist, 
histologist, or virologist could be used according to taste 
each worker should have an individual laboratory, but all 
should be contiguous and in one central bmlding, so 
having common meeung and stamping grounds Medicine 
and pathology have both suffered enough enthusiastic 
divisiomsts already without further chemical schizists 


County Hospital, 
Lincoln 


J R H Pinkerton 


HYDROCORTISONE AND CORTICOTROPHIN 
IN HERPES ZOSTER 

Sir, —During the past three months I have been usmg 
short courses of intensive hydrocortisone 10 mg 1 1 d for 
four days m severe cases of herpes zoster—with dramatic 
results 

Severe pain is relieved in two days and herpetic vesicles 
seem to scab and separate at an earlier period Tlus has been 
parucularly noticeable in severe herpes of the ophthalmic 
division of the 5th nerve This treatment has also been used 
for herpes involving cutaneous branches of the brachial plexus, 
agam with dramatic improvement 

I do not seem to have seen this reported elsewhere The 
same improvement has been seen with the use of corticotrophm 
long-actmg gel (40 umts SL\-hourly for three days) 

Rugbj J A Wakes Miller 

ATRUS INFECTIONS DURING PREGNANCY 
Sir, —I read your leader of Oct 8 wth much mterest, 
because it fell to me to review this topic at the First 
International Conference on Congemtal Malformations 
held m London m July, 1960 

May I take this opportumty to encourage those readers 
who may be continumg to imesugace the outcome of 
rubella in pregnancy to arrange for the assistance of a 
laboratory w here virus diagnostic tests can be performed 
Although the laibella virus has not yet been isolated— 
and we hate had many negative results in Toronto—the 
Echo tiruses that may cause a similar chmcal syndrome 
can be readily grown m tissue culture 

Work done on the Echo tiruscs m Canada and many 
other parts of the world has convmced me that a diagnosis 
of “ rubella ” or “ german measles ” obtamed from a 
patient must be considered unrehable Even a physician 
mav mistake infection with an Echo virus (espeaally 
tv pc 9) for rubella In differenuation, it is important to 
note the short incubation period of Echo infecnons 
(3-5 days) 

Epidemiological studies such as those commented on m 
vour editorial have produced substantial results Such 


studies may, however, prove even more rewarding m the 
future when epidemiological techmques are correlated 
with the more prease laboratory techmques of the 
modern medical virologist 

School of H^icne, a t t> 

University of Toronto A J RHODES 


FATAL RESPIRATORY OBSTRUCTION DUE TO 
FAULTY ENDOTRACHEAL TUBE 


Sir,—I have encountered this phenomenon of respira¬ 
tory obstrucuon due to faulty endotracheal tube on three 
occasions Simple deflation of the cuff has reheved the 
obstruction immediately, and the operation has been 
proceeded with There is no need to change the tube 
A few weeks after my first case our registrar encountered 
this mishap, and deflation of the cuff again reversed a 
potentially serious position 


Mornston Hospital, 
S\\ansea 


J M Lewis 


HAZARDS OF BARIUM-SULPHATE ENEMA 
Sir,—Y our annotation of Oct 8 refers to barium- 
sulphate pulmonary embohsm The following case may 
therefore be of interest as a record of a further hazard 
m relation to this common diagnostic procedure 
A fit man of 70 was referred from the outpatient department 
for barium enema He complained of mucous diarrhaa 
Techmcally the enema was uneventful On walking from the 
X-ray table he complained of sudden severe abdominal pain 
and collapsed to the floor The radiologist reported that he was 
imconscious for some seconds He was transferred immediately 
to a general medical ward 

When exammed he was conscious, complainmg of generalised 
abdominal pain and mentioned a transient sharp left-sided 
chest pain No peripheral pulses were detectable, blood- 
pressure was unrecordable and the jugular venous pressure 
was raised It was then observed that a strikmg generalised 
erythema was developmg it reached a maximum some 45 
mmutes after completion of the enema, and faded gradually 
over the next 6 hours 

Immediate resuscitation was symptomatic, using oxygen, 
morphine, intravenous pressor agents, and intramuscular 
promethazme Chest X-ray, plam X-ray of the abdomen, elec¬ 
trocardiogram, serum-transaminases, and urmary 5-hydroxy 
indolc-acetic acid were all subsequently shown to be normal 
The barium enema showed a few diverticula in the sigmoid 
colon but no other abnormality The patient made an 
imevcntful recovery and was discharged 10 days later The 
cause of lus abdominal pam remams obscure 

In view of the negative findings and the clmical pirturc, 
this man may have had an acute hypersensitivity rcacuon 
The barium enema was made up m 1% tannic acid and was 
preceded by colonic irrigation with tap-water followed b) 

‘ Venpaque ’ enema A similar investigation 4 months pre¬ 
viously' vnth the same preparation was cnurely uneventful 
Skm tests usmg 1% tannic acid were negative 

Fatal collapse due to proven barium-sulphate pul 
monary embolism has now been reported '■ A second case 
m which this diagnosis seems highly probable, although 
necropsy was not allowed, has recently been recorded 
Acute “ water intoxication ” m the preparation of children 
for barium enema is now a well-recognised and some 
umes fatal hazard But the condiuon I have desenbeo 
does not seem to have been recorded previously 

Over 1000 barium enemas are performed annually m 
this hospital, no member of the staff of the departrnent o 
radiology has seen or heard of a similar ca se Althoug , 
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dierefore, a most unusual eventj its senousness seems to 
•warrant more general recognition We are hoping to do 
farther studies m an attempt to detennme the nature and 
cause of this reaction It vrould be mterestmg, mean- 
vrhile, to hear of anv similar madent 
I shoUd like to tnank Dr G D Hadlcv for his advice and per- 
missioa to publish this case 


Leaden ^ 1 


B R Webster 


ACUTE COPPER POISONING 


SiRj—The paper bv Professor Semple and his colleagues 
(Sept 24) IS verv tunelv, espeaallv because the possibihtv 
of toac hazards from copper heatmg vessels does not 
seem to be generally appreciated 
It mav be of mterest to recall that Dr Harold Jacobzmer, 
assistant commissioner of the New York Otv Department of 
Health commented last year on the tome hazards of copper 
as well as other metals m hot tap-water drawn from corroded 
pipes hned bv these metals - He said that he had m his files 
“ the report of an mvesngation of a case where set eral persons 
became ill due to excessive copper m water drawn from the 
bottom of a hot water tank ” Jacobzmer was commentmg on 
a paper ’ whidi had recommended the use of hot tap-'water in 
the preparanon of mfant feeds 


^ler2cn2l Hospital Lens Beach 
L^S Becdi, d-tifc^gia 


George X Tremble 


ORAL TREATMENT OF PERNICIOUS ANfEAUA 
WITH LOW DOSES OF HJ P /I 
SiRj—Dr Varadi (Oct. 15) must reahse how mcreasmglv 
difficult it has now become for us to assess the sig n i fi ca n ce 
of his findmgSj faced as we are with three differing 
Qescnpnons of the treatment givens and the responses 
obtamedj from the same ten cases It is also a matter of 
some surprise to find that he classifies a case as “ relapsed ” 
(Sept. 17) -when, m faa, the patient did not suffer a 
deienotation m the blood-picture at all, but merdv a fall 
in the serum-Bi; level when the dailv dose ■was reduced 
from 300 fig to 100 ug of Bj. 

Finallv, it IS a httle disappomnng that Dr Varadi has 
still declined to explam the saennfic basis of his mter- 
pretanon of serum-Bi. levek, when apphed to this 
particular form of therapv We do not doubt that the 
estimation mav be of some value m co nfir ming a diagnosis 
in the imtreated case of permaous antenaia, but we would 
like to know what evidence he has for the conclusion m the 
penultimate paragraph of his letter of Sept 17, that 
senim-Bj, levels also reflect the degree of intestinal 
absorption, on this parttailar form of therapi 

F S Moonei 

St. Hdws Hospital J G HE-VIHCOTE 

StR,—like Dr Varadi and Mr Elwis (Sept- 17) I 
have been mvestigating the serum-vitamin-Bi. levels of 
patients •with permaous ansemia in relapse who have 
been treated with vitainm-B,j/peptide (‘ Distivit ’) 

In 8 such patients receiving 200 j.g dailv or less, followed for 
penods of three to eighteen months, the serum-Bi- concentra¬ 
tion rose above 200 zig per mi m 1 case only A further 2 
panents given 500 jLg dailv for a penod of eighteen months 
mamtamed serum levels around 400 uog per ml These 
results are broadlv similar to those previouslv reported ‘ usmg 
Oral crvstalline vitarmn B, With the exception of 1 panent 
receivin g 100 ig dailv, all these cases reached and mamtam e d 
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normal values of hamioglobm, red-cell counts and packed¬ 
cell volumes, so Dr Moonev and Dr Heathcote (Oct 1) could 
again, on this evidence alone, quesnon the saennfic basis for 
usmg serum-vitairun-Bi. levels as proof of adequate aosage 
I submit however that as a general concept of ranonal therapv. 
It is desirable to pve a suffiaent amount of the vitamm to 
maintain the serum lev el near the av erage normal mean—that is, 
about 400 ujLg per ml It therefore seems necessarv, if oral 
treatment for permaous anamua is considered desirable for a 
particular panent, that over 200 ag daily should be ad- 
mimsiered, whether the vitamin Bj, is m a civstaUme form or 
a pepade complex 

Covnnrjand^^h.reHo^pnd, NKShETTON 


BR04DER MEDICAL TE.4CHING 
Sir,—^ 4a> I comment on vour interesting annotanon 
Broader Medical Teachmg (Oct 22) ’ 

On Oa 23, 500 general praennoners attended our third 
Medical World Conference One of the subjects was 
‘ Training for General Pracnce ” From the discussion 
several amtudes became apparent 
(o) The GPS agreed unarumoi.SlT that their medical-school tr a.o.n c 
had not fitted them for their work, (r) that, with few exceptions 
hospital doctO"s who had trained them had httle knowledge or under¬ 
standing of the problems facmg me G p , (c) that, despre a growmg 
awareness of these deficienaes m training, the situation has not 
improved of recent veais 

In a laudable attempt to cortea an imbalanced s'vstera of 
training, some umversmes and the College of General Pracn- 
noaers have mtroduced schemes to allow medical students to 
see somethmg of general practice dunng their trammg Apart 
from local schemes which allow students to spend a few weeks 
with seleaed G p s, there are the Edinburgh and Manchester 
Umversitv schemes On a more ambmous scale the Inverness 
Regional Hospital Board is providmg rotating mtemships, 
which include attachment to g p s, and the Wessex scheme 
financed bv one of the Nuffield Trusts is seeking to provnde 
voung GPS with a chance to see somethmg of all three branches 
of the Service. 


No-one would wish to minimi se these efforts Yet 
surelv they leave the mam problem unsolved The 
hospital teacher who will connnue to form the mmds of 
new generanons of students is stdl out of touch with the 
problem of general pracnce How can this be otherwise 
vvhen the career structure m the hospital field demands 
that the young tramee consultant should unremittmglv 
follow the narrow hnes of his speaaltv ’ 

I suggested at our conference that the problem could be 
partlv solved if every future teacher m the hospital service 
had to spend a period m general praoice—a proposal 
which was v v a rmlv welcomed The time to do so would be 
between the registrar and senior-registrar appomtments— 
1 e, before the young speaahst sets his foot on the ladder 
fixim which he dare not fall off If the tune spent m 
general pracnce were made a condinon of appomnnent to 
a semor-registrar post, no-one would gam an unfair 
advantage 

Unlike the G P tramees, these voung aspmng speaabsts 
would not have to be taught general pracnce bv seleaed 
good G J s Their need is to see the reahnes of pracnce m 
all Its forms Thev could be attached to four different 
tvpes of pracnce for six weeks each, and could learn 
quickly some of the problems faong the mdustnal, semi- 
urban, rural, and seaside G p In all, this -would occupy 
onlv SIX months of their working hves, vet it could have a 
profound and benefiaal effea on the future traimng of 
the medical student—and mdeed, on Bnnsb mediane 


Brlce Cvrdem 

EtLio-, Mci. si ITc-M 


Lrodoa W C 1 
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Obituary 


ALAN BROWN 
MD Toronto,FRCP(C),FRCP 
Dr Alan Brown was one of the pioneers of piediamcs 
in Canada For over thirty years he was physician-in- 
chief to the Hospital for Sick Children in Toronto, and 
when a chair of pediatrics was set up in the University 
of Toronto in 1935 he was appointed the first professor 
He died on Sept 7 at the age of 73 
He qualified from the Umversity of Toronto in 1909, and 
spent five years as a resident physician in the Babies’ Hospital 
(Columbia Umversity), New York After further postgraduate 
study in Germany, Austria, Denmark, and Britam, he was 
appomted to the medical staff of the Hospital for Sick 
Children m Toronto in 1915 Four years later he became its 
physician-m-chief Under his direction the hospital became 
a centre for the traimng of medical undergraduates, psdia- 
tricians, and nurses In 1919 he was appomted an associate 
professor of medicme in the umversity, and in 1935 head of the 
newly created department of padiatncs He served for many 
years as consultant to the local, provmcial, and national depart¬ 
ments of health, as well as to three other Toronto hospitals 
and the former Infants’ Home He was a foimder and past 
president of the Canadian Padiatnc Society He retired from 
his hospital appointments and his chair in 1951 
As a wnter and a visitor he was well known on both 
sides of the Atlantic His book on The Normal Child, 
first pubhshed in 1926, is now m its fifth edition, and with 
Dr F F Tisdall he pubhshed a useful survey of Common 
Procedures m the Practice of Padiatrics He gave many 
chmcal lectures, and his colleagues in this country will 
recall his Ingleby lectures m 1948 on the scientific 
construction of the normal child’s diet He was a 
correspondmg member of the British Ptediatnc Society 
and was eleaed F r c p in 1940 
E C R ivntes 

“ Alan Brown crusaded vigorously for many improvements 
m the care of infants and children, includmg the proper 
formulation and stenlisauon of infant feedmgs, the com¬ 
pulsory pasteurisation of milk, and the umversal use of 
diphthena toxoid and other well-established immumsation 
procedures Soon after he became physician-m-chief, he 
orgamsed a small research laboratory at the hospital which, 
with his support and encouragement, has grown greatly with 
the years in both size and reputation Canadian pediatrics in 
general and the Hospital for Sick Children in pamcular owe 
a great deal to his vision, unusual energy, and outstandmg 
orgamsing abihty ” 

Dr Brotvn married Miss Constance Hobbs m 1914 
She survives him with their two daughters 

CLAUDE WILFRED ALFRED KIMBELL 
MB NZ,FRCOG,FRCSE 
Mr Claude Kimbell, gynaicological surgeon to the 
Samaritan Hospital for Women, London, died on Oct 26 
at the age of 55 

A New Zealander by birth, he was educated at Wellington 
College and the Umversity of Otago, where he graduated M b 
m 1930 The following year he came to this country for 
postgraduate studies, and m 1935 he took the f R c s e and in 
1937 the MRCOG During the late war he served m the 
RJV M C with the rank of major He remamed behind at 
Dunkirk to look after the wounded and spent the rest of the 
war as a pnsoner m Germany Aftenvards he remmed to 
practise obstetnes and gynTCoJogy in London and was 
appomted to the staff of the Samaritan Hospital and the City of 
Imndon Matcrmty Hospital He was elected f b c o G m 1953 
He was a founder member of the Gynaicological Travellers’ 
Club 


C M G, one of his colleagues at the Samantan 
Hospital, writes 

“ Claude Kimbell was a sick man for many years, but 
because of his courage and interest m life he contmued with his 
work In the Samantan Hospital he was loved by everyone he 
worked with in the outpauent department, wards, and theatre. 
An excellent surgeon, he was mterested m the toti human and 
always concerned with the psychological imphcanons of a case 
He was a perfecuomst and ever ready to sacrifice himself for 
his pauents and friends From his experience as a pnsoncr-of 
war he had learned not bitterness but a deep sympathy and 
understandmg of his fellows ” 

J H, who first met Kimbell twenty-five years ago on 
visits to Liverpool when Kimbell stayed with his fellow 
New Zealander, the late Charles Marshall, came to 
admire “ his many quahues as friend and surgeon ” 
He relates 

“ Knowing that his health was failing Kimbell lately made 
a tnp to Canada as a ship’s surgeon to see his marned daughter 
and grandchildren In a Newfoundland hospital he found 
a sailor who had been seriously mjured four months previously 
No one would take the responsibility to send the sailor back to 
England and his family It was typical of Claude Kimbell that 
he orgamsed a passage home on his own ship for this injured 
man, and on arrival in Liveipool with great energy arranged 
for him to be sent home to his family 

“ As a surgeon Kimbell was meticulous in detail and deft in 
techmque As a man I can sum him up in four words— 
modest, honest, generous, and always considerate of others ” 


Public Healtli 


The Registrar General’s Commentary 
In his commentary on the vital stausucs for 1958 the 
Registrar General* notes that the birth-rate of 16 4 per 1000 
was the highest recorded since 1949 There were 740,715 live 
births, the largest number since 1948 The birth-rate per 1000 
women aged 15-44 was 82 1 m 1958, which was above the level 
of the early 1920s and 32% higher than the 1938 rate The 
birth-rate was highest m Merseyside and lowest m Greater 
London 

Population —The annual rate of mcrease amounted to about 
0 5% of the population, a little Jess than the average rate of 
population mcrease for Northern and Western Europe, and 
only a third of the rate of mcrease in Asia The estimated total 
population at mid-1958 was 45,244,000 (21,877,000 were males 
and 23,367,000 females) 

Marriages —In the 15-24 age-group, the proportion marned 
has more than doubled smee 1931 for both men and women 
Although total marriages were 7000 less than m 1957, the rat« 
continued to nse slightly at the younger ages In 1954, 6 9% 
of bridegrooms and 28 6% of brides were minors, the corre¬ 
spondmg figures for 1958 were 10 7% of bridegrooms and 35% 
of bndes 

Deaths —^The crude death-rate—11 7 per 1000 persons of 
all ages—showed little change With allowance for populauon 
age-changes, the average reduction m mortality has been 60% 
m the past fifty years, and 40% m the past twenty-five ycais 
Between 15 and 24 years, the death-rate for males is more than 
double that for females, m this age-group seven times as many 
men as women die from accidents 

Infant mortality —This continued to decrease deaths of 
children under 1 year numbered 22 5 per 1000 births in 1958, 
the lowest rate recorded till then Infant mortahty as a whole 
has declined by two-thitds since 1928 

Tubcratlosts —^There vvere 4480 deaths in 1958, compared 
with 19,797 m 1949 In the same time, annual nouficauons 
have declined from over 50,000 to 30,000 __ 


Registrar General • Stamucal Revnew of Englimd and W^es, 1953 
Part ni» Commentary li-Al Stationery Office Pp 222 12/ 
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Acadental and violent deaths —^These have increased pro¬ 
gressively, the totals being 18,513 in 1949 and 22,456 in 1958 
The increase is due mostly to increases in motor-vehicle 
acadents, acadental gas-poisonmg, falls, and, m nomen only, 
suiade The death-rate among men m the 15-24 age-group 
from motor-vehicle acadents mcreased from 26 per 100,000 
populanon m 1954 to 35 m 1958 Acadental deaths attributed 
to barbiturate poisomng mcreased from 77 m 1949 to 205 m 
1958, and to domesuc gas from 421 to 870 

The September Quarter 
In England and Wales m the September quarter, 1960, there 
were 197,572 live births, 3873 stillbirths, and 112^79 deaths t 
The birth-rate (17 2 per 1000 population) was the highest 
for a September quarter smce 1948, when the correspondmg 
rate was 17 5 The stillbirth-rate was low—19 2 per 1000 hve 
and soil births 


Parliament 


Professions Supplementary to Medicme Bill 
This BiU received the Royal Assent on Ort 27 Its provisions 
will not come mto operanon imtil they are brought mto force 
by Orders m Council 

QUESTION TIME 
Hospital Casualty Services 
Earl WiNTERTON asked the Government whether, m view 
of the criticisms made by an unofficial committee of the 
methods for deahng with casualty cases m National Health 
Service hospitals and of other evidence to the same effea, they 
would appomt a committee of mquiry—Lord St Oswald 
repUed My Lords, the Standing Medical Advisory Com¬ 
mittee of the Central Health Services Council appomted, 
earher this year, a subcommittee, under the chairmanship of 
Sir Harry Platt, to consider the orgamsanon of hospital 
casualty and acadent services and to make recommendaaons 
regarding their future development The Scottish Health 
Services Council has set up a similar committee 1 have no 
doubt that these comnuttees will consider the recommendations 
made m the study, based on 20 casualty departments, which was 
recently pubhshed for the Nuffield Provmcial Hospitals Trust 
Lord Stonham Is the noble Lord aware that, at the 
instance of the Minister, every regional board has been 
considermg this problem, that they are proposmg to con¬ 
centrate major casualty centres m the hospitals m each group, 
but that what is needed is more money to equip, expand, and 
provide more casualty centres ’ And can he say whether that 
will be forthcommg’—Lord St Oswald I think that any 
deasions of that nature must naturally rest upon the fin di n g 
of this subcommittee, which has been set up specifically for the 
purpose of discovermg what the facts are, and of suggesting 
remedies 

Means Test for State Scholarships 

Mrs EntENE White asked the Munster of Education what 
decision had been reached on the recommendations of the 
Anderson Committee on parental means tests for umversity 
students—Sir David Eccles rephed I shall very shortly 
announce a radical revnsion of the present means test, to be 
brought m by the autumn of 1961 This is without prejudice 
to the abohnon of the means test if that, on full exammaaon, 
should turn out to be required 

Smokeless Zones 

On Oct 1 there were 296 smokeless zones or smoke-control 
Orders m operauon m England and Wales, covermg 255,974 
premises, and 98 mote smoke-control orders, covermg 123,219 
premises, have been confirmed but were not m operanon 
Some 1270 local authonnes have not made smoke control 
orders, but most of these do not have a major problem of 
domesnc smoke poUunon 

1 Regstrar Generals Weekly Return no 42 1960 H.M Stauonerj 
Office Pp 204 li 6tJ 
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WORLD HEALTH ORGANISATION 

The Director-General of W H O, Dr A1 G Candau, and 
the renrmg semor WHO representative m the Congo, Dr 
J S MacKenzie PoUock, have both reported on the medical 
situanon there 

In July WHO responded to a request by the Security 
Council, and withm a week 28 staff members had been sent to 
the Congo 28 medical teams provided bj 25 nanonal Red 
Cross soaenes answered a joint appeal by the League of 
Red Cross Societies and the International Committee of the 
Red Cross These teams were iniually to stay three months 
Some coimtnes offered addiuonal assistance, and soon hospitals, 
not only m the mties, but m the country as well, were able to 
function again 

At each provmaal capital, except that of Katanga, there is a 
WHO group, consistmg of a pubhe-health adviser, a pubhe- 
health engmeer, and a mobile epideimological team These 
mobile teams have already begun to organise vaccmation 
campaigns agamst smallpox, typhoid fever, yellow fever, and 
plague To deal with these diseases and the other major health 
hazards—malaria, filanasis, leprosy, and tuberculosis—many 
staff members are bemg reermted They vviU be paid out of the 
UN Congo fund and placed at the disposal of the Congo 
Government The mam need is to staff the distna servuces 
with donors who will supermtend the hospitals and organise 
preventive health services 130 health peisoimel are being 
recruited now, and this number will soon be mcreased to about 
500 The Red Cross teams have been asked to remam for six 
months, or longer if possible 

The long-term problems can be solved only by trammg 
Congolese donors There are none at present, and the local 
umversity, Lovamum, will graduate only 2 m 1961, and not 
more than 19 m all bj 1965 Dr Candau considers that the 
1959 situaaon cannot be regamed m less than twelve to fifteen 
years But an encouragmg start has been made WHO is 
provndmg 13 addiDonal teachmg staff, mcludmg the first 
professor of pubhc health, which has enabled Lovamum 
Umversity to mcrease its medical-student mtake to 40 The 
three schools for “ medical assistants ” will fimsh the six- 
year trammg of the present students and then close All 
students after that will complete the full medical course at 
Lovamum Umversity 74 “ medical assistants ” are at present 
helpmg to provide essential health services 

Meanwhile 60 “ medical assistants ” have been awarded 
WHO fellow ships and hav e left for French medical schools to 
qualify as doctors after speaal two->ear or three-year courses 
7 students wnth no previous training have been awarded 
fellowships for a full medical course m France or Switzerland 

Dr A Bellenve (Ham) succeeds Dr McKenzie Pollock as 
semor WHO representaDve 

In Geneva, the 26th session of the ExecuDve Board opened 
on Oa 25 Dr Hennque M Pemdo (Brazil) was elected 
chairman 

THE WORLD’S FOOD 

** Food and population are two of the crucial determinants of the 
future of mankind Freedom from hvmger m the less developed 
countries of the world, howev er, is not simply a matter of regaining 
or mamtaining pre-war levels of per caput production and consump¬ 
tion Much greater mcreases m food production m these regions 
are needed before any real progress can be made in stampmg out 
hunger and malnutrition But mcreased food production must go 
hand m hand with general econormc development so that consumers 
can afford the addiuonal food and the better quality food they 
need ” 

In these words, taken from his foreword to F A O’s latest 
annual report,^ the Direaor-General summarises the agri¬ 
cultural problem confrontmg the greater part of the human 
race. While the highly developed countries contmue to 
mcrease production (to the pomt of accumulatmg surpluses) by 

1 The State of Food and Agriculture 1960 F A O , Rome Pp 1S2 10s 
Obtainable from H Ai Stanonery Office 
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A Alcdicnl StnfT Residence 

On Oct 18, nt Odstock Ilospitil, Salisbiirj, n new icsidcncc 
for nitdicil stun w us ollicmllv opened by Mr P G Icmplcmnn, 
chnirimn of tlic \Vlssc\ Utpionnl llospitil Hoird 

IJic resiilcntc Ins 17 bed simny rooiin cicli witli its own wnsli- 
Imnd bism nml built m furniture A Inrpc lounpc is sepinted fioin 
the dininp room b> slidinp doors uid mculs arc sersed from n small 
sertite kitchen nd|Oininf the dminp room Iliere is ti library nun> 
from the Iwmt^-room area 1 \\o Hats for married lesidcnts line been 
built beside the new residence 1 he flats arc fuinishcd and centrally 
heated, and each Ins a loungc/dinint room. Kitchen, m iin bedroom, 
and spare room Ihc cost of the whole scheme, including furnish- 
in; s, w IS £35,000 

Aasnrd for Mcdlenl rilm 

la Pusst. Mi'dicalt' is nguin ofleriiig a piigc (1000 Ni) foi n 
medical 16 mm film wliose time of piojection does not 
exceed 30 minutes rdnis sliould be sent to the journnl, 120, 
boulevard Sunt-Germain, Pins VI', before Teb 1 

Ciilorlc Dnliincc In Mnn 

I he Nutrition Society is to hold a symposium on this subject 
on Saturday, Dec 17, it the Middlesex Hospital Medical 
School, London, \V 1 1 he spe tkers will be Dr ] V G A 

Dunlin, Dr O G Ldhohn, Di Raymond Gteenc, Dr I M 
Chalmers, Dr G C Kennedy, Di A M Thomson, Di F L 
Hytten, and Dr L M Widdowson Further particulars may 
be had from the hon piopi mimes Gecretniy of the society. 
Miss D F Ilollingswoith, c/o Ministry of Agriculture, 
Fisheries and Food, Great Westiiiinster House, Horscfeiry 
Road, S W 1 

A meeting of the Hiochemieil Society is to be held on Frldoy, 
Noi 18, nt 10 A M , nt the Middlesex Hospitnl Mcdicil School, 
London, W 1, when there will be n colloquium on histoehemistry 


Professor J 11 Duguld, who Ins lately retired from the chair of 
pathology in the Unncrsily of Durham, has left for Milayn, where 
he IS to be im ndiiscr in histop illioloj y under the 1 echmuil Coon 
cration Scheme of the Colombo Plan 

Ihc Associuiott of Umvcrsilics of the llritish Commoiiweiltli 
(36, Got don Square, London, \V C 1) have published n list of fellow 
ships, scholnrships, and prints tenable nt unwcrsitics in the United 
Kingdom nntl n short list of awards tennble outside the United 
Kingdom Copies nrc being sent to unwcrsitics nnd libraries and to 
other institutions on request 

A committee meeting of the Group for Representation of the 
Views of Clinical Psychiatrists will be held on Ihursdny, Not 10, 
nt 5 30 1 ’ M , nt liuistock House North, Invistock Square, ] ondon, 
WCl 

file I onelon Mcdienl Hxliibition will be held in the New Hall of 
the Royal Ifortieulturtl Society, Westminster, from Nov 11 to 18 

Unnersity College I ondon will hold n reunion dinner nt the college 
on 1 riday, 1 eb 17, for undergraduates or postgraduates who entered 
belore 1918 Larly applications for iiwitntions should be made to the 
assistant secretary of the college, Gower Street, W C 1 

From Nov 21 the address of the National Council for the 
Unmarried Mother nnd Her Child will be 255, Kentish lown Road, 
London, NWS 

him about Hatidical>[icd Childnii —The Cine Club of Bristol, 
with the help of the South Western Regional Hospital Board and 
the Bristol education nnd health committees, has produced Chrt 
iiKiiif, which shows how children with spastic disabilities nrc edueated 
nnd treated tit n school nt Claremont, Bristol Tlic hltii, which is in 
16 mm coloui, has n sound commentary nnd lasts nbout 12 minutes 
1 he hiring fee is 1 guinea Applic itions should be sent to the medical 
ofliccr of health, centr il Health clinic, 1 ow er Hill, Bristol, 2 

ConitiCbNDUM It caiman of Urticaria — Ihc dose of proguniiil 
(‘ Pnludrinc ’) mentioned in Sir Charles Dodds' letter of Oct 22 
should hnye been 0 1 g (100 mg ) 


Diary of llic Week 


NOV 6 TO 12 


Alondny, 7th 

rO' 5 T< IlAnUATI ^\ltl)ICAl SCIIOO!, Diicniic Uoiul, \V 12 
ll M Or Hriiui Ackner of DcprcuKc Illness 

lucsilnj, 8tU 

UsiM Ksm 01 1 ONnoN 

5l M (1 oiulOMlloiplirtl McdlcnlCotlcpc, IorncrSiTCctjl 1 ) Dr TrcMon 
A Wnilc (Cornell Un(vcrslC)) KccciU A^Knntcs Oi Iricuirc nnd 
Accident Ser\ltci 

Uo\M Sour r\ or ^^LnILlNl 1. \\ impolc Street, NV 1 

5 30 j M I \peninfntiil Mcatcitie orul llicniptutKs Dr A J IJulIcr, 
Dr O C J Lipnold Normnl nnd Almormd Willed Movement 
flPM Ps\ hiiitr} Dr J J O DNN>cr Dr I’lUoit Jnqnc’i Ufie of i 

trie Skdtv in Industrial OrKani'^ationi 
JJntTisji I’ovTOJMni’ATi! MiDirAr 1 mw ration 

5 30 l M (I ondon School of lUpicnc nnd 1 roplcnl Medicine^ Kcppel 
Street. W Cl) Dr W Court HroAsn Chromosome An d>5lv 
nnd Clinicnl ^)edicl^c 

St Mam vIIo^iitai MinicAt Sttroor \V 2 
5i M (VC riplii 1 IcmiiiK Iitvtiiute) Mr D G Honhnm Non ntiliRinm 
I'nltrRcmcnt of ilie 0\nr> 

Instituti or UinMATOionv, I »ile Street WC2 
5 30 1 M Dr O I S Scott Anonnlien of I’lpmcntition 
Manuii^tiu MinicAi So(iiT\ 

8rM (( hnivnl ScleiKcv lluildinR \ork Place) Sr/r/rrn Mr Ambrose 
JoJJc)’ i rDtmcnt of Pcriphernl I wberculom OinmN Dr 11 II 
Andrews I uberculous Ghnds 
1 rrnv Nrunoi ootCAt S( ii nu C or i OQtiiuM 
5 15 I M (General Infirtmr^ nt I cedi) Dr Pnnl Snndifcr Imohml'iry 
Movements in Children 

Wcdncsilnj, Oth 
Usivi RsiTv or I osno t 

5 30 i vt (I ondon School of lIjKicne nnd Tropical Mcd(cinc) Dr 
Charles \\ikoi.ks Aspects of Medical InvcitlKslion in Africa— 
I r> pinosominfs (T hird I leath < hrk lecture ) 

PosTOtsSPiJATr Mri>Ji-Ar Suiooi 

2 I M Dr P J Kendle Ucgulntion of Csrhoh^dratc Metabolism by 
Hormones and Other I ictors 
Isuni'Tt or DtRvrATOto( v 
^ TO I \i Dr Henrj Hsher Sktn Oincer 
IvsTiTUTi oi DivrAsisoi Tilt C iirvT, Prfunpton S\V3 

5 I M Dr I*iul\\ood I resent IS'siiion of AntikosKuhni 1 liersp> 
MssrinvitK s\iJnc.M Soutiv 

VI (StedK d St.lu o! Um\crsiti of Manchester ) I athpl u\ Dr Icon 
P'iler 1 ithi rencsis of Thrombosis 
UsivinsiTV 01 I nm 

5 I vt (Cicnerd Intirmsrj nt I ecds ) Miss U M lister Pliccnts 

6 l vt Mr I 1 Kedrnsn IncJlicient Ihcnne Action 

UoVAi C oiLf( r or i*JDsiusss 01 Jnismidi •> (Juecn Street 1 dmhurrh 
5 r VI 1 ord Cohen of Ihrkcnhesd ( InnunB Concepts of Dnthesi* 
in Medicine (I rcderitk I ricc Jccturc ) 


Thurstinji lOtli 

Ko\al Coi i LOU or Suhocont, Lincoln** Inn I icid*, W C 2 ^ 

5 t A! Df Wade Accident iUfKcry of Motorway* (\Vnt*on Jonei 
lecture) 

UNIMMITV 01 Lonpos . . _ 

5 30 1 M (London Scliool of llyplcnc nnd Jfopicat Medicine) Dr 
Wilcocks Aspects of Medical InvcstlpnilonlnAfricn—Imputations 
(I nst Heath Clark lecture ) 

UotAi SoniT\ 01 Mipicinii . . . 

5j M Op/itfiahnohxx m)i\ DewiatPhn Dr G li Dowhnp, Dr J A 
DjidKcon Mr V S Perkins nchcci r Disc ivc Dr I l| Sneddon 
Xlr Pirrle Jones, Mr 1 rcdcrick Uldlcy> Sir Jlenjumin Kycrofi 
Pullous Conditions of Ihc bkin nnd Conjunctivn 

I)wtnT/f PoSTf KApyATil MtOtCAt Itn/JlATtON , , „ , I, 

5301 M (1 ondon 5>choo! of Ihftlcnc nnd I ronlciil Medicine ) Dr At iv 
Pollock Physiolopicd Adaptntlon in Microorganisms 

Ainui) Arsnn MiPioAi Souiitv ,, r c 

H I M (II, Clundos Street, W I ) Mr Lewis Wnj Probiems of Social 
pB>th«lop> 

Cirir Gomdon Iicruim , 

5 i M (University New nuiidinps, Icviot Place, L 

l^ncclot Ilopbcn Nnlurc Nurture Issue nnd the Mcdk'd 
( urricuhirn 

HomMANGiniMmLiCTUim ^ . , . . ... 

5 I M (University New Puildings, Tcvjol Place, Pdinhurpli) Mr 
J H J> Scott Accident Services 

UNtMitvm oi Si Anphiwv _ , . x „ <■ »< i a 

5i M (PhysIoloRy Dcpirimcnt Queen « College, Dundee ) 1 rot A' ‘ 

\Voodru(l Outlook for I rnnsplaritnt/on of the J-xidncy In Avsn 

Frldny, 11 Ih 

PomriiAnuAri; MrntcAi Smoot 
10 A M Mr 
JI M I’rof 

Instituti oi 


L MrptcAi Smoot 

r A J C I tttchmorc Surgery of the Il/thry iratf 
f W S Pem Isclncmit Kidneys in II)PcrlcnMon , 

I AHVNOOLOOV ANP OtOIOOV, 3J0 C/fS) “ W;.* . 

TSr IV A fVthnrti nitordfrK of thc lUood ln P N I 1 faCtKC 


Appointments 


nan J M.Mli C.lna , Iii il depute M o ii, Hcnftcw.hlrc . 

AHiow A U, Mil lond , ni 11, nni, iiTM ft 11 dwidomlMO 

wamw "i’*'a^'m 11 nia'K rtirs eonwiltnni opliilnlnK'IiRUl, UnlicJ 

(Jirdiirlloipllnlj and W el-li Ke^ioml Hoard lloapltnla , , „ 

AIMadniaU m ii Slieir , i> on r o,abi ml M o ii nnd ichool At < 

I *'rK"l>'''M ',''m n I ond , i n r a m a i n o i) oau 
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PREPARATION FOR THE PROFESSION ^ 
The Present and the Future 
John Ellis 

M B E , A D Cantab , F R C P 

pmSIOAN TO THE LO'sDOS HOSPITAL, LONDON, E 1, AND TO THE PRINCE 
O’^ WALES GENERAL HOSPITAL, SECRETARY TO THE ASSOCIATION FOR 
THE STUDT OF MEDICAL EDLCATION 

There are penods in the histoiy of esery country when 
the form of medical education is appropnate to the pattern 
of medical practice, and when that pattern is itself siutable 
to the meihcme of the dat, so that all knowledge can be 
apphed effecnv eh and ethicallv The standard of medicine 
is then as high as the degree of knowledge will allow, for 
medicine is in balance 

Such a penod comes to an end when there is a major 
ads ance m medical knowledge This ad\ ance passes \ ery 
rapidly mto practice and changes the pattern of it The 
change of practice then alters medical education, and if 
all goes well balance is restored 
It IS our particular good fortune to belong to medicme 
when It is again changmg, or to be accurate has just 
changed The mcrease of knowledge has enforced 
speaahsanon—^which itself ensures that knowledge will 
contmue to grow at speed But, because m Bntain no-one 
now hi es far from a speciahst, the general pracntioner is 
preiented from domg much of the therapeutic job he was 
trained for Instead, he is left with an o\erwhelmmg 
amount of other problems of diagnosis, treatment, and 
pretention of disease, for which he was not tramed He 
must transfer mant patients to the care of another doctor, 
and he must be sure that he chooses the nght speaalty 
While this increase m knowledge has thus been altering 
the pattern of pracnce, a change m the quahn of knowledge 
has altered the doctor’s concept of disease His attitude 
to diagnosis and treatment has become more saentific 
But it must be noted that the change is m amtude to 
disease and not m attitude to the patient The problem of 
medical education is how to mculcate the saentific 
attitude while mamtainmg the highest standard of clmical 
skill and the most humamtanan concern for the patient as 
a person 

# » * 

It took us quite a long time to accept that with the 
cotnmg of speaahsanon had come the end of general 
practice as we knew it, and also the end of the apprentice¬ 
ship trainmg which it had evolved for itself Dunng that 
time an meatable disruptton of medical educanon has 
been mtensified, more m some schools than others, by our 
contmumg to produce general practmoners of a kmd no 
longer required, by a svstem of apprennceship to speaahsts 
which could not be successful anyway 
Howeter, that era of uncertamty as to the aims and 
objects of medical educanon is over It ended, m faa, 
sev eral y ears ago w hen the General Medical Council m its 
Reconmendatwns of Mav, 1957, offiaally stated that the 
aim is no longer to produce, bA the time of qualificanon, a 
fimshed doaor of any kmd In future medical educanon. 

Extracts from tbe Wood-Jones lecture delivered m the Unit ersity 
of Manchester Medical School on Feb 9, 1960 An abridged 
tersion of the lecture appears m the October issue of the 
AforcJitster Medical Gaame 
7159 


for family doctors as w eU as for speaahsts, is to consist of 
two pomons, tmdergraduate and postgraduate The 
significance of this radical change has not yet been fuUv 
appreaated for several reasons One is that a year of 
mtemship after quahficanon had become compulsory 
before 1957, and therefore the G M C’s acnon appeared 
to some to be no more than givmg oflBaal blessmg to 
some thin g which had already happened A second is that, 
because medical educanon m this country is ten rarely 
the primary concern of anyone, verv many' of those acnvely 
engaged in it hat e not y et read the G M C’s recom- 
mendanons A third is that, m contrast to aU its previous 
announcements the G M C did not speafy m detail the 
nature of either a minimum undergraduate educanon or 
a minimum postgraduate trainmg It t ert wiselt left the 
onus of creanng a new pattern of tmdergraduate educanon 
to each mdividual umtersity and medical school, statmg 
that this pattern must protnde a sound basis for further 
study, bv ensunng that the student not only acquires 
knowledge and clmical skill but also saentific method, 
he IS to be given an educanon as well as a trainmg This 
freedom is obtnously essennal if each of our 26 schools is to 
be able to det elop new enterprise to the best of its capa- 
bdines, but minally of course it can act as a stimulus to 
progress only m those schools where the desire for 
progress eMsts 

Thus, though medical educanon m this country has 
passed out of the phase of catabohsm mto the phase of 
anabolism, the signs of this are not to be seen m every 
umtersity Some schools have set a new course for a new 
educanonal objecnte and are under way, some are dnfnng 
out of control, some are m the doldrums, and some are 
bemg blown far off course—even off their ongmal course 
—^bv the contrary wmds of contemporary medical prac¬ 
nce It is mevitable that some will hate a greater pro- 
pomon of teachers who are firmlt attached to the old form 
of trainmg, but it is equally ineatable that these teachers, 
by their resistance to change, wtU demohsh the pattern 
they seek to presert e It is natural that those schools W'hich 
have been most successful m the apphcanon of one method 
should be the last to reahse that it does not work any more 
The man who has for years travelled to his desnnanon m 
a RoUs-Roy ce does not think of gettmg nd of it—unnl he 
discovers that others are gettmg there more sansfaaonly 
m an aeroplane—^with Rolls-Royce engmes, of course 

There is therefore cause for neither surpnse nor lament 
m our present state of medical educanon, save m one 
respect Speed of adapnon is obviously important and it 
does appear that this could be unnecessarily slowed m 
London About half of our medical students receive at 
least their clmical trainmg m the 12 London medical 
schools Ineqmtable as it may seem, a faculty which has 
12 separate schools is unable to move 12 tunes as fast as 
other umt ersines, and is more likely to resemble a cont oy 
whose speed is alwavs that of the slow est ship It is alw avs 
difficult for the commodore of a cont oy to git e the order 
“ All ships to proceed at thar best speed ” It is true that 
m this case preasely that order has been git en to the whole 
medical-educanon navy by the G M C , but there is m 
this country a well-known precedent for tunung a 
blmd ey e to the receipt of a naval signal 
♦ # * 

u 
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However, nil schools Inve been charged with the duly 
of ndnpung their education to meet modern conditions 
and needs, and most have already begun to do this 

At first sight they appear to be up against an insuperable 
difiiculty—that of deading how much knowledge and how 
mueh training is to be in the undergraduate years, and how 
mueh in the postgraduate 1 hese questions seem difiicult 
to answer in view of the fact that the responsibility for the 
postgraduate years is shared by the university with many 
other organisations, including the Royal Colleges and the 
Ministry of Health, and no one of them has sole authority 
Furthermore, nobody could at the moment be precise as 
to how mueh knowledge and how much technical skill is 
nedessary for the minimum effective practice of any branch 
of medicine, particularly as the function of the family 
doctoi IS not yet clearly defined 

But the fact that we do not know these tlungs need not 
inhibit the reform of undergraduate education at all For 
the aim of this, now, is first and foremost to educate —^i c, 
to give the student not knowledge but the power to utihsc 
knowledge 

That he must know facts is obvious, and that m lus 
early days he cannot find these out for liimself but must 
be given them is equally obvious His and lus teachers’ 
primary purpose, however, must be that he learns how to 
learn lor himself Therefore the factual content of the 
undergraduate period docs not have to be any particular 
percentage of the total of medical knowledge, it has to be 
chosen for its relevance to future learning, not for its 
relevance to fututc practice Equally important, the 
student’s pi ogress must be assessed primarily on his 
ability to reason and utihsc knowledge, and not merely in 
terms of the amount he knows Similarly his clinical 
proficiency must be )udgcd on the soundness of lus 
method, of which the correctness of the physical signs he 
elicits from a patient in an cvaminntion is but one 
indication By the same token, if it be true, as is some¬ 
times claimed, that the newly qualified of today know more 
than their predecessors ever did, this does not mean that 
all IS really well with medical education 

If the object of undergraduate education is achieved, 
then gaps in knowledge and inadequacy of technique will 
be made good in the postgraduate period If the object of 
undergraduate education is not achieved, then such gaps 
will probablv remain for evei, and he will be largely demed 
the mastery of new data and the critical evaluation of new 
treatment Though specialisation has come to stay, there 
IS nothing the least stitic about the si/e or form of any 
particular spccialtj The future happiness and success of 
specialist and gcneril practitioner ahke depend on lus 
abilitv to learn and on his knowledge of general prin¬ 
ciples 

1 he following should be our objectives 

1 The student must learn how to learn for himself 

2 He must acquire a scientific method of thought—i c, the 
power to reason and think criticallj 

3 He must achieve competence in clinical method—i e , the 
techniques of obtaining inform ition from patients 

1 He must gain an understanding of the responsibilities of 
a professional person 

If these objectives arc reached the student will inevitably 
have built up a foundation of knowledge, including 
empirical knowledge He will also have built a foundation 
of clinical experience, as regards the diagnosis, treatment, 
and prevention of disease on the one hand and the nature 
of man on the other The exact content of the foundations 


of knowledge and experience will vary, but during the 
years of his postgraduate training, each student will be 
able to fill in those gaps relevant to his own future 
practice 

« » » 

The undergraduate course of studies, tlius freed from 
the need to include all or even any fixed percentage of 
knowledge and technique, can now, and must now, be 
based on considerations of the processes of Icarmng 

This granted, it is at once evident that many dificrcnt 
arrangements of studies have much to commend them in 
theory Until they have been tried in practice, there can 
be no way of judging between them, and in any ease the 
judgment can be no more than a clinical one It is there¬ 
fore idle to speak of the curriculum ns though there is 
somewhere n correct arrangement which will be correct 
for every school and every student The best curriculum 
for any particular school is that which enables it to make 
the best educational use of all its facilities and enables its 
students to progress tlwough successive stages of learning, 
each with a clearly defined objective 

The number and sequence of stages, together with the 
purpose and content of each, will vary from school to 
school, but there arc certain requirements which must be 
met in every stage everywhere 

1 Its purpose must be equally clear to both teachers and 
taught 

2 There must be deployed m it those incentives to study 
vvluch arc relevant to tliat purpose 

3 There must be built into it such forms of assessment of 
the student’s progress ns arc appropriate to us content 

It goes without saying that other objectives, contrary 
incentives, and inappropriate tests should be excluded 
ns rigidly ns possible 

A course of studies of this kind cannot be made by a 
mere alteration of the timetable, even if tins is done with 
educational objectives in mind An entirely new attitude 
to teaching is required, and reform of the curriculum will 
be ineffectual unless there is also a reform of the method 
by vvluch the curriculum is devised, applied, and constantly 
assessed In my opinion this is no longer a matter of 
administration from the dean’s office There is required 
for each stage of the course a team of men who arc 
responsible for it They should represent all those 
departments most closely concerned with that stage, 
together with others whose advice could be helpful, even 
if they arc not likely to teach in it themselves For example, 
prcclinical teachers should be concerned with the planning 
and assessment of predominantly clinical stages, and 
clinicians with the predominantly prcclinical stages 

The team should, moreover, be representative of 
whole-time and part-time teachers, thus ensuring that the 
largest possible number of all kinds of teacher arc closely 
involved in the educational effort In this way cooperauon 
can be achieved, for, instead of every department com¬ 
peting for what it feels is its rightful portion of the 
student’s time, each becomes more concerned with what 
It has to contribute to the common purpose of each stage 
of the student’s development Furthermore, it is only 
when a teacher is able to apprcci itc the overall picture of 
that development that he can judge at what stage his ovvaa 
subject can make its best contribution At present the 
resources of a special department arc often squandered 
because students are routed through it too early or too late 
Frequently also a student is able to attend a department 
for one period only, although it has something to offer 
him at several stages 
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The effective planning, execution, and frequent assess¬ 
ment of every stage of a real course of studies is quite 
beyond the capabihues of anv dean’s staff or curriculum 
committee, but every school could muster a team for each 
stage Each team would be working towards a compre¬ 
hensible and reahsable objective, and would be able to 
define tlie content of knowledge and practical experience, 
deploy relevant incenuves, and devise appropriate forms 
of assessment If integrauon of stgff were ensured, the 
student would be helped to integrate his knowledge for 
himself without tlie aid of elaborate timetable innovations 
—and neither tlie autonomy of departments nor the 
freedom of mdividual teachers would be lost 

# * » 

I do not imagme that there wall be anythmg very 
fanaful about the objectives of any stage, nor anything 
very mtricate about its orgamsation It is possible already 
to see the general outhne m several schools, and I would 
imagme that our traditional respect for sound clmical 
method based on an umnterrupted introduction to it will 
result in most umversities preferrmg not to brmg climcal 
expenence very far forward in the course Indeed one 
would expect the first stage to continue to be one of the 
study of the normal, based on the old prechmcal depart¬ 
ments together with new ones, such as geneucs The 
preclmical departments already form a kmd of stage com¬ 
mittee m most schools, but the addiuon to it of chmcal 
and other representauves would, without necessarily 
takmg part m the teachmg at all, go far to create that umty 
of purpose, common outlook, and smgle terminology at 
staff level, without which students’ work wiU remain 
divided mto prechmcal and chmcal 
Later stages must of course continue to be based upon 
existmg firms and departments, but the great strength of 
these tvill be fully utihsed if all concerned know what they 
are trymg to do For example, a stage devoted to practice 
of chmcal method must obviously use general inpatient 
firms, but the teachers on these firms would not be left, 
as now, to try to grapple with aU aspects of medicine, and 
would have mstead agreed limited objectives together with 
a chance to assess their results Nor would they have to 
contend and compete with synchronous courses of instruc- 
Uon, of which neither the content nor the purpose was 
knotvn to them 

It IS m the later part of the present chmcal curriculum 
that confusion and dissipauon of effort are now so marked, 
particularly m regard to the purposes of outpatient 
experience and the contribution of speaal departments 
Order can be created agam out of near-chaos by this simple 
process of orgamsmg stages of learmng and experience by 
groups of teachers responsible for them 

4k ik ^ 

Our pecuhar system of hospital staff structure has 
provided us with a teachmg device m the firm, which 
ensures that a small number of students are closely 
attached to a teacher who is personally responsible for 
them and for the patients with whom they are concerned 
The student is thus constantly reminded that the care of 
the mdividual pauent is the yardstick by which everythmg 
else IS measured He is able to learn of the professional 
responsibihties of a doctor by the only possible method— 
observmg the doctor fulfilhng them Above all, the weldmg 
together of his education and practical traimng is assisted 
by his being required to focus both Ins mtegrated know¬ 
ledge and his practical skiU upon the problems of his 
patients He is enabled to acquire empirical knowledge 


and expenence and at the same time be encouraged to 
learn scientific method because his teacher can set him this 
example, can exate his curiosity, and can guide him as an 
mdividual through his personal difficulties of learmng 

It IS small wonder that other countries are endeavourmg 
to create for educational purposes this firm system which 
considerauons of hospital practice developed here Un¬ 
fortunately with us It has been weakened by many factors 
which we have not tried to offset The first of tliese is 
simply that the chmcal teacher has not got the time which 
is reqmred for the care of both his pauents and his 
students The second is that we have cononued to think 
of the firm as an mpatient orgamsation 

I beheve that part of the last chmcal year should be 
devoted to a stage of learnmg by experience under super¬ 
vision, and that this should be based on attacliment, for at 
least four months to a general medical firm, primarily in 
the outpatient department but extending into the wards 
In this students should be responsible for individual 
patients as they now are on the traditional inpatient firm 
Student and patient together would visit the special 
departments as the patient’s condition demanded, and 
both would return to the doctor responsible for both 

At this stage it should also be easj^to extend the student’s 
expenences outside the walls of the hospital, to give him 
an understandmg of the pauent as a whole, and demon¬ 
strate the telauon of medicme to the commumty It is 
here that I would incorporate the general pracutioner into 
the undergraduate teachmg team, wnth membership of the 
committee responsible for this stage, so that he is con¬ 
versant with the objecnves which the student has been set 
and with the hnes on which his development is plaime^ 

* * * 

The provision of a new curriculum and a new type of 
admimstrauon, however, will not completely solve the 
problem of readaptmg medical education to present 
condiuons of medicme The inclusion mto undergraduate 
medical schools of aU that is meant by umversity education 
IS also necessary An essenUal requirement of this is 
mterest m the mdividual student, so that he may develop in 
a sumulaung intellectual atmosphere, ivith the encourage¬ 
ment and gmdance of his teachers It would be idle to 
pretend that this is now’ possible m all our schools 

If the medical student is to be a umversity student, then 
he must be treated as such, and the medical school must 
provide not merely teachers, a curriculum of classes, and 
an admimstrauon, but also an educaUonal service It is not 
enough to have a tutorial system which is a mere adjimct 
to the other forms of teachmg The system providmg 
encouragement and gmdance must not be separate from 
the system of reproof, which is represented by authority 
and vested m the dean Any dichotomy can only result 
m resentment of authority or frustration of encouragement 
But if aU good mcennves are mobihsed and coordmated 
mto one disciphne, then progressive assessment of the 
mdividual becomes possible, and he can be given such 
help as he is known to need The medical school must 
have some kmd of director of studies as well as a dean— 
just as our older umversity colleges have a semor tutor 
as well as a master—tutors and supervisors as well as 
teachers 

The mcreased need for educauon requires also a new 
attitude to halls of residence In many umversiues these 
have long been recogmsed as a means whereby students 
can educate themselves by indirect contact with several 
faculues In his later years, however, the medical student 
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However, all schools have been charged with the duty 
of adapting their education to meet modem condiuons 
and needs, and most have already begun to do tlus 

At first sight they appear to be up against an insuperable 
difficulty—that of deadmg how much knowledge and how 
much trairung is to be in the undergraduate years, and how 
much in the postgraduate Ihese questions seem difficult 
to answer in view of llie fact tlxat the responsibihty for the 
postgraduate years is shared by the umversity witli many 
other orgamsations, mcluding tlie Royal Colleges and the 
Alimstry of Healtli, and no one of them has sole authonty 
Furtliermore, nobody could at tlie moment be prease as 
to how much knowledge and how much techmcal skill is 
necessary for the mimmum effective practice of any branch 
of medicine, particularly as tlie function of the family 
doctor IS not yet clearly defined 

But tlie fact that we do not know these tlungs need not 
inhibit the reform of imdergraduate education at all For 
the aim of this now, is first and foremost to educate —^i e, 
to give the student not know’ledge but the power to utilise 
knowledge 

That he must know facts is obvious, and that m his 
early dajs he cannot find these out for lumself but must 
be given them is equally obvious His and his teachers’ 
primary purpose, however, must be that he leams how to 
learn for himself Therefore the factual content of the 
undergraduate period does not have to be any particular 
percentage of the total of medical knowledge, it has to be 
chosen for its relevance to future learmng, not for its 
relevance to future pracuce Equally important, the 
student’s progress must be assessed primarily on his 
ability to reason and utihse knowledge, and not merely m 
terms of die amoimt he knows Smularly his cluucal 
proficiency must be judged on the soundness of his 
method, of which the correctness of the physical signs he 
ehcits from a patient in an examination is but one 
mdication By the same token, if it be true, as is some¬ 
times claimed, that the newly quahfied of today know more 
than their predecessors ever did, this does not mean that 
all IS really well with medical education 

If the object of undergraduate education is achieved, 
then gaps m knowledge and inadequacy of techmque will 
be made good in the postgraduate penod If the object of 
undergraduate education is not aclueved, then such gaps 
will probab'v remam for ever, and he will be largely denied 
the mastery of new data and the cnucal evaluation of new 
treatment Though speaahsation has come to stay, there 
IS nothmg the least static about the size or form of any 
parucular speaalty The future happiness and success of 
speciahst and general pracutioner ahke depend on his 
abilin to learn and on his knowledge of general prin¬ 
ciples 

The followmg should be our objectives 

1 The student must learn how to learn for himself 

2 He must acquire a saentific method of thought—i e, the 
po \ er to reason and think criucallj 

3 He must achiet e competence m clmical method—e, the 
techniques of obtaimng information from patients 

4 He must gam an understandmg of the responsibihues of 
a professional person 

If these objecuies are reached the student will inevitably 
ha\e built up a foundation of knowledge, including 
cmpinca! knowledge He will also have bmlt a foundation 
of chmcal experience, as regards tlie diagnosis, treatment, 
and pretention of disease on the one hand and the nature 
of man on the otlier The exact content of tlie foundations 


of knowledge and experience will vary, but during the 
years of lus postgraduate trairung, each student wall be 
able to fill m those gaps relevant to his own future 
practice 

m * m 

The undergraduate course of studies, thus freed from 
the need to mclude all or even any fixed percentage of 
knowledge and teclimque, can now, and must now, be 
based on considerations of the processes of learmng 

This granted, it is at once evident that many different 
arrangements of studies have much to commend them m 
theory Until they have been tried in practice, there can 
be no way of judgmg between tliem, and m any case the 
judgment can be no more tlian a chmcal one It is there¬ 
fore idle to speak of tlie curriculum as though there is 
somewhere a correct arrangement which will be correct 
for every school and every student The best curriculum 
for any particular school is that which enables it to make 
the best educational use of all its facihues and enables its 
students to progress through successive stages of learning, 
each with a clearly defined objective 

The number and sequence of stages, together with the 
purpose and content of each, will vary from school to 
school, but there are certain requirements which must be 
met m every stage everywhere 

1 Its purpose must be equally clear to both teachers and 
taught 

2 There must be deployed m it those mcennves to study 
which are relevant to that purpose 

3 There must be built mto it such forms of assessment of 
the student’s progress as are appropriate to its content 

It goes Without saying that other objecuves, contrary 
mcenuves, and inappropriate tests should be excluded 
as rigidly as possible 

A course of studies of this land cannot be made by a 
mere alteration of the timetable, even if this is done mth 
educational objectives m mind An enurely new attimde 
to teachmg is required, and reform of the curriculum will 
be meffectual unless there is also a reform of the method 
by which the curriculum is devised, apphed, and constantly 
assessed In my opimon this is no longer a matter of 
admmistration from the dean’s office There is required 
for each stage of the course a team of men who ate 
responsible for it They should represent all those 
departments most closely concerned with that stage, 
together with others whose advice could be helpful, even 
if they are not likely to teach m it themselves For example, 
preclimcal teachers should be concerned with the planning 
and assessment of predominantly chmcal stages, and 
chmcians with the predominantly prechmcal stages 

The team should, moreover, be representaUve of 
whole-time and part-time teachers, thus ensuring that the 
largest possible number of all kinds of teacher are closely 
mvolved m the educational effort In this way cooperanon 
can be achieved, for, mstead of every department com¬ 
peting for what it feels is its rightful portion of the 
student’s time, each becomes more concerned with vhat 
It has to contribute to the common purpose of each stage 
of the student’s development Furthermore, it is only 
when a teacher is able to appreciate the overall picture o 
that development that he can judge at what stage his oim 
subject can make its best contribution At present the 
resources of a special department are often squandere 
because students are routed tlirough it too early or too late 
Frequently also a student is able to attend a departmen 
for one penod only, aldiough it has something to offct 
him at several stages 
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The effecnve planning, execuuon, and frequent assess¬ 
ment of every stage of a real course of studies is quite 
bejond the capabilities of an> dean’s staff or curriculum 
committee, but everj' school could muster a team for each 
stage Each team would be working towards a compre¬ 
hensible and reahsable objecuve, and would be able to 
define tlie content of knowledge and practical experience, 
deploy relevant incenuves, and devise appropriate forms 
of assessment If mtegrauon of stgff were ensured, the 
student would be helped to mtegrate his knowledge for 
himself without tlie aid of elaborate timetable innovauons 
—and neither tlie autonomy of departments nor the 
freedom of mdividual teachers would be lost 

ik ifi * 

1 do not imagme that there wiU be anjThing very 
fanciful about the objecaves of anv stage, nor anjThmg 
verj' intncate about its organisation It is possible aheadj 
to see the general outhne m several schools, and I would 
imagme that our tradmonal respect for sound clinical 
method based on an umnterrupted introduction to it wtU 
result m most umversities preferrmg not to brmg chmcal 
expenence very' far forward m the course Indeed one 
would expect the first stage to contmue to be one of the 
study of the normal, based on the old prechmcal depart¬ 
ments together with new ones, such as genetics The 
prechmcal departments already form a land of stage com¬ 
mittee m most schools, but the addition to it of chmcal 
and other representatives would, without necessarily 
takmg part m the teachmg at all, go far to create that unity 
of purpose, common outlook, and smgle temunology at 
staff level, without which students’ work vviU remam 
divided mto prechmcal and chmcal 

Later stages must of course continue to be based upon 
existmg firms and departments, but the great strength of 
these will be fully utihsed if all concerned know what they 
are trymg to do For example, a stage dev oted to practice 
of clinical method must obviously use general inpatient 
firms, but the teachers on these firms would not be left, 
as now, to try to grapple with all aspects of medicme, and 
would have mstead agreed limited objectives together with 
a chance to assess their results Nor would thev have to 
contend and compete with synchronous courses of mstruc- 
uon, of which neither the content nor the purpose was 
known to them 

It IS m the later part of the present chmcal curriculum 
that confusion and dissipation of effort are now so marked, 
pamcularly m regard to the purposes of outpatient 
expenence and the contnbunon of special departments 
Order can be created agam out of near-chaos by this simple 
process of orgamsmg stages of leammg and expenence by 
groups of teachers responsible for them 

* df- 

Our pecuhar system of hospital staff structure has 
provided us with a teachmg device m the firm, which 
ensures that a small number of students are closely 
attached to a teacher who is personally responsible for 
them and for the patients with whom they are concerned 
The student is thus constantly rermnded that the care of 
the mdividual patient is the yardstick by which ev erythmg 
else is measured He is able to learn of the professional 
responsibihties of a doctor by the only possible method— 
observmg the doctor fulfiUmg them Abov e all, the weldmg 
together of his education and practical trammg is assisted 
by his bemg required to focus bodi his mtegrated know¬ 
ledge and his pracncal skill upon the problems of his 
pauents He is enabled to acqmre empmcal knowledge 


and experience and at the same time be encouraged to 
leam scientific method because his teacher can set him this 
example, can exate his cunositv, and can guide him as an 
mdivndual through his personal difficulties of leammg 

It is small wonder that other countries are endeavourmg 
to create for educational purposes this firm system which 
considerations of hospital practice developed here Un- 
fortunatelv vvtth us it has been weakened by many factors 
which we have not tried to offset The first of these is 
simply that the clmical teacher has not got the time which 
is required for the care of both his patients and his 
students The second is that vv e have contmued to think 
of the firm as an mpatient orgamsation 

I beheve that part of the last chmcal year should be 
devoted to a stage of leammg by experience under super¬ 
vision, and that this should be based on attachment, for at 
least four months to a general medical firm, pnmanly m 
the outpatient department but extendmg into the wards 
In this smdents should be responsible for individual 
patients as they now are on the -traditional mpatient firm 
Student and pauent together would visit the speaal 
departments as the patient’s condition demanded, and 
both would return to the doctor responsible for both 

At this stage it should also be easy to extend the student’s 
expenences outside the walls of the hospital, to give him 
an tmderstandmg of the patient as a whole, and demon¬ 
strate the relanon of medicme to the commumty It is 
here that I would mcorporate the general practitioner mto 
the undergraduate teachmg team, with membership of the 
committee responsible for this stage, so that he is con¬ 
versant with the objectives which the student has been set 
and with the fines on which his development is planned 

* * » 

The provision of a new cumculum and a new type of 
admmistranon, how'ever, will not completely solve the 
problem of readaptmg medical education to present 
conditions of mediane The mclusion mto imdergraduate 
medical schools of all that is meant by umversity education 
IS also necessary An essenual requirement of this is 
mterest m the mdividual student, so that he may develop m 
a sumulatmg mteUectual atmosphere, with the encourage¬ 
ment and guidance of his teachers It would be idle to 
pretend that this is now possible m all our schools 

If the medical student is to be a umversity smdent, then 
he must be treated as such, and the medical school must 
provide not merely teachers, a curnculum of classes, and 
an admimstration, but also an educational service It is not 
enough to have a mtorial system which is a mere adjunct 
to the other forms of teachmg The system providmg 
encouragement and guidance must not be separate from 
the system of reproof, which is represented by authority 
and vested m the dean Any dichotomy can only result 
m resentment of authority or frustration of encouragement 
But if all good mcennves are mobilised and coordmated 
mto one disaplme, then progressive assessment of the 
mdividual becomes possible, and he can be given such 
help as he is known to need The medical school must 
have some kind of director of studies as well as a dean— 
just as our older umversity colleges have a semor tutor 
as well as a master—^mtors and supervisors as well as 
teachers 

The mcreased need for education requires also a new 
attitude to halls of residence In many umversities these 
have long been recogmsed as a means whereby students 
can educate themselves bv indirect contact with several 
faculties In his later years, however, the medical student 
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lingers on after his colleagues in other disciplines and tends 
to become more attached to a hospital than a umversity 
Those who have no home in the vicimty may hve m a 
hostel belongmg to the medical school, but such hostels, 
as their name imphes, are often thought of as merely 
lodgmg-houses convemently near the wards There is a 
great need for a change of attitude so that these places 
can play their full part m education All students should 
spend some tune m them, and not merely those who have 
difficulty m findmg accommodation elsewhere Far 
greater responsibihty for the corporate life of the student 
body should then be given to the students themselves— 
a necessary experience for those who are going to carry 
heavj' professional burdens but who now tend to be kept 
from both responsibihty and commumty life up to the age 
of 24 In this field also the teachmg staff have a large part 
to play, not as persons of authority or tvith admmistrative 
duues, but as semor members of a smgle professional and 
mtellectual commumty 

In none of these thmgs, which I beheve to be so import¬ 
ant, do I envisage any kind of spoon-feedmg or wet-nursmg 
of students On the contrary, I am advocaung that they be 
regarded much less as groups of overgrown schoolboys, 
and much more as mdividual adult members of a profes¬ 
sion Their reactions to the education offered must be 
regularly sought, as in most other countries it now is, and 
they should feel free to seek advice on problems of learmng 
Without fear of jeopardismg their careers In the past 
medical schools have been so concerned with teachmg and 
examinations, that few facihties, either material or m 
personnel, now exist for education The need for them is 
urgent, and they are required for the postgraduate as well 
as the undergraduate The days have passed when any 
medical school can feel that its responsibihty for a man has 
ended when he has passed his final exarrunauons 

“ Finals ”, of course, are now a rmsnomer, for they 
merely indicate a quahficauon which is necessary before 
the student is in his last year of general mtemship, legally 
able to undertake the responsible practice imder super- 
wsion of which this stage of experience is composed It 
remains to be seen whether this stage should be mcreased 
in duration or advanced in Ume But it is already a 
responsibihty of the medical schools, though not one 
which they have been able fully to discharge They will 
need to develop a much more active system of caring for 
the indivndual before they can do so 

It will only be when such a system has developed that 
man> other features of a umversity education m medicine 
can be properly undertaken For example elecuves, and 
opportunities for students to study a subject m depth by 
undertakmg some piece of original work, depend for their 
full effect on adequate knowledge and guidance of the 
indiwdual Furthermore we have to regam m this country 
greater freedom for each student to develop m his own 
way and at his owm speed We have had an overcrowded 
curnculum for so long, that we have almost come at 
accept the idea of havmg the same timetable for every 
student Worse sail, the sj stem of grants, by which most 
students are financed, has encouraged the idea, m both 
medical schools and grant-givmg authorioes, that there is 
a fixed maximum durauon of smdies which is properly 
common to all students This is most unfortunate, because 
no-one has ev cr laid down more than a mimmum period, 
and students do not all progress at the same speed It is 
an odd paradox that bv so nghtlv removmg financial 
barriers to medical educauon m this countrv, we have at 


the same time removed from the mdividual his necessary 
freedom to vary from the average In the United States 
where most students are privately financed, it is easier for 
a man to step off the production-hne than it is here, where 
courses are repeated only by students who have done 
badly In Sweden, where students can get State loans but 
not grants, the fimshmg fine is an entirely personal affair 
Our system of a class of students all taking their examina¬ 
tion on the same day is regarded as most unusual 
* * * 

In my view readaptation of medical education depends 
then, on (1) a course of studies, based on stages of learning 
together with relevant forms of assessment, (2) a more 
effective method of operatmg and mamtainmg the ne« 
curnculum, and (3) a umversity atmosphere If these 
three things are provided, then undoubtedly new teaching 
techmques will emerge, or at all events vve shall leam 
much more than vve now know about the problems of 
education and the answers to them In order to set our 
house m order, however, we do not need any more 
information than we now have It is as useless as it is 
dangerous to wait for scientific proof that this or that is 
necessary, or that one scheme is better than another This 
IS a matter for climcal judgment It is futile, and really 
only a form of escapism, to wait for some magic concrete 
plan which can be put mto admimstrative effect and then 
forgotten 

The mam obstacle to the full implementanon of these 
three thmgs is that very few teachers have enough time in 
which to give undivided attennon to educauon This can 
be remedied only by ensurmg that part-time chmeal 
teachers parucularly, have enough sessions at the teaching 
hospital to enable them to practise chmeal medicine, 
educate students, and engage m research It is essential 
that this IS done, if the country is to contmue to have a high 
standard of medical service It will mevitably cost money, 
but medical educauon is important It alone can pass the 
advances of medicine on mto effecuve pracuce It is 
hopeless and wasteful to tackle it halfheartedly, and the 
most econonucal medical school, hke the most economical 
hospital, IS the one which sets out to be the best rather 
than the cheapest 

If m the Nauonal Health Service we can but make the 
terms and condiuons of service of medical teachers 
relevant to the demands of education, we shall be able to 
mobihse a quite remarkable number of assets Indeed, 
we should be in a far better posiuon than any other 
country to solve the remaming problems of medical 
educauon 

♦ » * 

It seems justifiable to expect, therefore, that after a long 
period of difficulty, we can now enter a period in which 
medical educauon will be once more m equihbnum vvath 
medicme Certainly we should be able most successfully 
to give an educauon m medicme while retaimng and even 
improvmg our abihty to teach sound chmeal method But 
this does not mean that vve will then be automatically 
givTng a good preparaUon for medicme as a profession 

The basis of Briush pracUcc is that each patient, 
whether m his home or at hospital, has one doctor who 
takes personal responsibihty for him, but there is tt° 
doubt that this basis has been weakened, and that too often 
there is uncertainty as to who is really responsible for the 
pauent The doctor also has a responsibility to the com- 
mimity, which carmot be discharged merely by'attending 
to mdividuals, and students have to be made aware of very 
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mans important duties of the profession other than that 
of diagnosing and treating disease Lastlj tve ha\^ 
^vrays, the problem of the -wa^ m -which we discharge our 
duties—the standard which the profession sets for itself 
and the nature of its corporate disaplme 

In times of great change the standards of a profession 
are at nsk, and all ethics hate to be translated into new 
terms Moral exhortation without content or direction 
IS a funle thmg, and todaj the student must be brought to 
share the problems which face his teacher both as concern 
the patient and the profession He must learn that 
saence, which he must use, searches onli after truth and 
has no humamtanan ends in view, but he must also learn 
that m a professional commumn, unhke others, how 
a deasion is made is more important than what is 
deaded 

These problems are difficult—but onl\ because medi- 
cme and the profession face a greater challenge than e\ er 
before I would sat that there has neter been a better 
tune than this m which to be a doctor the opportumnes, 
like the challenge, are greater than eier before Thet are 
greater, I beheve, m this country than m ant other we 
are in a better position to solte all our problems But we 
cannot do so -unless we set our sights high We must 
accept that m a time of change the most ideahsnc ap¬ 
proach IS the most realisnc The pursmt of quahty is the 
onlj aim proper to our profession and the only one it can 
afford to have 

THE EFFECT OF TEST FEEDS 
ON THE PLASMA LIPIDS 

K J KlNGSBUR^i 
MB,PhD Load 
SEXlOa XrCTCRER 

D M Morgan P C SHERtTNGTov 

RESEARCH ASSISTANT RESEARCH ASSISTANT 

THE SURGICAL UNIT, ST MARY’S HOSPITAL, LQ-NDO-S, W2 

It has been shown repeatedly that the type of fat m the 
diet affects the hpid content of the plasma But the kmd 
of mvesnganon so far reported has se\ eral disadvantages 
The hpid changes have been produced bv feedmg 
pamcular oils and fats for set eral davs, weeks, or even 
months, with the remamder of the diet under careful 
control, and m these circumstances set eral -weeks elapse 
before the plasma hpids reach a constant level on the basal 
diet and agam -with each fat under test Because during 
all this time the basal diet has to be ngidlv controlled 
(Ahrens et al 1957), manv investigators have resorted to 
givmg this diet as homogenised hquid feeds (Kmsell et aL 
1953) Apart from the pracncal difficulnes—espeaaliy for 
studies on normal people and outpatients—ansmg from 
long-contmued control, the test materials maj not be 
aiailable m suffiaent quanntv, or mav be unsuitable for 
long-term admimstranon (e g, rung oil) Moreover the 
effects of trace materials, and the relatne importance of 
particular substances, are often difficult to evaluate when 
whole diets are bemg fed 

Hence, for idenufring and de finin g the dietarv factors 
^ ’ that influence human hpid metabohsm, there is need of 

, a quick and reproducible biological test This should last 

' no more than 12 hours, for then onlv the test substance 

, need be fed, the experimental condittons nan be easily 

•i7/ controlled, and ans hpid changes can be compared -with 

the effects of fastmg for an equal period Also, if the test 


IS to be used as a method of biological assat, it should 
evoke reproduable responses m normal people and be 
sensim e to small changes 

Such a method, m this laboratorv, has been m use for 
4 5 ears Smgle test feeds of oils are gi\ en under standard 
conditions so that the effect of each oil on the plasma 
hpids can be quicklv and clearlv demonstrated In this 
paper we illustrate the method first bt descnbmg the 
effect of arachis oil on the plasma glvcende, phosphohpid, 
and cholesterol, and then bs reponmg the effects of 
various other oils 

Materials and Methods 

The subjects were healthv male medical students (aged 
19-33) on ffie same kmd of diet and acmin Thev w ere not 
allowed dietarv fat during the 12 hours before the experiment 
nor excessiA e fat on the previous dav, and their fastmg plasma 
was dear A hght breakfast of fat-free drinks, drv toast, and 
marmalade -was allowed 2-3 hours before the experiment 
The Test Feed 

50 g of the oil is given as a smgle feed, emulsified with 50 ml 
of skimmed milk and 50-100 ml of tap water, and fiai cured if 
desued (With feeds of less than 30 g the changes m the plasma 
hpids are small and mconsistent, while feeds aboie 60-70 g 
often cause nausea without proportionately mcreasmg the 
plasma-lipid changes ) The emulsions must not be oilv or 
thidc and should be at room temperature, thev should be drunk 
qmdJy, -without breathmg through the nose The feeds are 
followed unmediatelv bv a strong-tastmg drink, such as black¬ 
currant cordial, and bv an apple 

A standard procedure without impleasanmess is essennal, 
for, if the subjects are nauseated, the absorpnon of the feed is 
apparentiv delaj ed and the plasma-hpid changes are prolonged 
and mconsistent. 

Collection of Blood Samples 

Samples were taken before the feeds, and at !>/., S'/j, 5^/_, 
7-9, and 24 hours after them The blood was obtamed bv 
venepuncture usmg sihconed svrmges and run mto 3 8“o 
sodium-citrate solunon buffered to pH 7 4 (18 ml of blood to 
2 ml atrate solunon), the plasma -was separated immediately 
by centnfugmg and then stored at 4'C The analvses were 
begun next dav 



hours after meal 

^ t—The plasma-lipid levels before and after the 50 g meals of 
araclus oil (mean of six results) 

j glvcendes, T c total cholesterol, pl , phospholipids, E c , 
estenfied cholesterol, f c, free cholesterol, u , imsaturated 
fstrv aads 
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Methods of Analysts 

Ljpid phosphorus was determined by the method of Fiske 
and Subbarow (Hawk et al 1947), total and free cholesterol 
by that of MacIntyre and Ralston (1954), unestenfied fatty 
acids according to Grossman et al (1954), and plasma total 
estenfied fatty acids by the method of Morgan dnd Rmgsbury 
(1959) 

The entire senes of plasma samples from each individual, 
plus the vanous standards, were analysed together m tnplicate 
In this way fine differences between samples could be recog- 
msed The coefficient of vananon of replicate samples by each 
method has always been less than 0 8% Total-cholesterol or 
phospholipid changes of more than 3 mg per 100 ml between 
the samples of one run, have therefore been accepted as 
sigmficant 

Effects of Arachis Oil 

After single feeds of 50 g arachis oil the first observed 
change in the plasma hpids was an increase of glycerides, 
winch reached a maximum 3-3V2 hours after the feeds, 
after which the values fell rapidly for 3 hours and then 
more slowly and variably This mcrease m glycerides was 
accompamed by a slower rise and fall of the plasma 
cholesterol, phosphohpids, and unestenfied fatty acids, 
which reached their maximum at 3-6 hours after the meals. 


decreased gradually in the next 3 hours, and then fell terj 
slowly The amount and the timmg of the cholesterol and 
phosphohpid changes were very similar The behanour 
of the plasma hpids is shown in fig 1, which gives the 
average values obtamed in six volunteers 

It has been found that if too httle of the oil is absorbed, 
or if the oil is absorbed too slowly, the subsequent 
changes in the cholesterol and phosphohpids are incon¬ 
sistent and unpredictable Adequate absorption of the oil, 
normally timed, is therefore a necessary condition of the 
experiment, and we do hot consider it adequate ilnless the 
plasma glycerides rise between the fasting and 3'/ -hour 
samples and fall between the SVs-hour and 5'/ -hour 
samples Thus, if the plasma glycerides had not increased 
by more than 60 mg per 100 ml plasma (0 7 mMol per 
htre) at 3 V 2 hours, and if over a third of this increase had 
not been removed by 5'/o hours, the experiment was 
rejected The glyceride mcreases shown in our results 
represent, therefore, the differences between the fasting 
and SV" hour samples, and the percentage clearances are 
the percentage removal of these mcreases between 3V 
hours and 5 V 2 hours 

In normal subjects with a clear fasting plasma and a 


CHANGES IN PLASMA-LIPID LEVELS CAUSED BY SINGLE FEEDS OF VARIOUS OILS 



' Plasma-hpid changes (mg per 100 ml ) average and range 


■ 



■i 

FC 

EC 

T C /PL 

FC/EC 

UFA 



1 Decrease 


Group 2 

Coconut (6) 

144 

aOS-257) 

46''o 

(3S-e2) 

23 

(20-25) 

27 

(24-29) 

11 

(9-22) 

16 

(15-17) 

1 12 

(0 96-1 4) 

0 69 

0 S3-0 80 

17 

(14-24) 

1 

8 

Palm (4) 




21 

(18-24) 

8 

(5-10) 



0 61 

{0 40-0 66) 

16 

(15-19) 

2 

2 

52 

Arachis (18) 

143 

(S2-2J0) 

57% 

(Sl-65) 

20 

(16-26) 

20 

(16-24) 

7 

iSS) 

13 

(12-15) 

1 00 

(0 84-1 20) 

0 54 

(0 33-0 58) 

20 

(14-28) 

3 

89 

01ne(6) 




19 

(18-22) 

6 

(5-9) 

13 

(12-15) 

0 91 

(0 85-11) 

0 46 

(0 38-0 59) 

19 

(15-26) 

4 

83 

Tung (2) 

90 

{64-116) 

42% 

{38-49) 

17 

(14-21) 

18 

(15-22) 

5 

(4-6) 

13 

(11-6) 

1 1 

(/ 1) 

0 38 

(0 38-0 37) 

14 

(13-14) 

5 

165 

Croup 2 

Sunflower (5) 

172 

{120-197) 

63 

{49-72) 

12 

(10-14) 

7 

(0-5) 

2 

(2-5) 

5 

(4-7) 

0 58 

(0 56-0 68) 

04 

(0 36-0 68) 

24 

(19-31) 

6 

131 

Safflower (3) 

146 

{92-216) 

48% 

{41-53) 

13 

(9-16) 

6 

(5-8) 

2 

(2-3) i 

4 

(3-6) j 



19 

(12-28) 

7 

138 

Corn (4) ' 

1 

138 

{103-157) 

51% 

{41-62) 

14 

{ii-m 

6 

(4-8) 

2 

(2-^) 



0 50 

(0 4-0 7) 

21 

(19-26) 

8 

113 

So>-a (2) 

1 

118 

{122-114) 

\ 44% 

{36-52) 

14 

1 (14-15) 

8 

(7-9) 

3 

(3) 


' 0 57 

' (0 5-0 6 

0 60 

{0 5-0 75) 

21 

(17-25) 

9 i 

134 

Cotton-seed : 

C2) 

i 141 

! {112-170) 

1 48% 

{40-51) 

14 

(.14-15) 

9 

(9-10) 

i 3 

(5) 


1 0 66 
(0 6-0 7) 

0 50 

{0 4-0 6) 

16 

(17-15) 

10 

106 

Whale (6) | 

166 1 
{100-158) 

68% 

{53-79) 

14 

(12-16) 

6 

(4-8) 

2 

(1-3) 

' 4 

(3-5) 

0 48 

(0 4-0 58) 

05 

(0 36-0 64) 

21 

(11-28) 

1 

123 

Pilchard (3) 

' 125 i 

1 {106-139) ] 

53% 

{38-67) 

15 

(12-17) 

8 

(y-10) 

3 

(3-4) 

5 

(3-7) 

0 54 

(0 47-0 57) 

06 

{0 5-0 6) 

15 

(13-23) 

12 

152 

Heated tobac 1 
CO seed (12) 

‘ 160 ! 
{64-256) 1 

56« 1 

{45-59) 

10 

(.5-15) 

(2-10) 

((^3) 

n 

0 50 

(0 21-0 57) 

0 25 

{0 0-0 6) 

20 

(12-26) 

13 


Group 3 

Stored crude 1 
tobacco - seed ' 
(12) 

1 

145 ! 

{99-204) 1 

61“ 

{43-67) 1 

10 

(5-13) 

20 

(0-6) 

-30 
(_/— 6) 

5 0 

(2-10) 

0 20 
(0-0 7) 

-06 

(-12—02) 

19 

(13-24) 

14 j 

I 

136 

Crude tobac 

CO seed (12) 

1S8 

{72^70) , 

62® 

{49-78) 1 

0 25 ! 

-5--5 ' 

1 

{-3--^3) 

-80 ' 
(-3-20) ' 

(■^3-->r20) 1 

40 1 

{-0 75--2 0) ' 

-09 ' 

(-0 8—11) 1 

19 

(12-39) 

1 

136 

Fasting (12) 

-24 1 

(-C/— es) ^ 

1 

1 

-5 1 

(-2—10) 1 

-6 

(-1-18) 

-3 ’ 

(-2— 4) 1 

-3 j 

(-7 - S) 1 

(-0 66-^3 0) ' 

1 0 ! 

{■^0 2--^3 0) '( 

-3 

3-10) 

1 

e 1 


Fraction A <2) 

1 

123 

{116-130) 

48® 

{39-57} 1 

9 

(7-11) 

2 ' 
(0-4) 

(-/— 3) ' 

■* i 

(7-7) 1 

02 1 

(0 — 0 3) 1 

-05 , 16 

(-10-0 4) ' (15-18) 

¥ 1 

_ 

Fraaion B (2) | 

161 

{135-177) i 

56® ' 

{47-65) 

12 0 ' 
(9-15) 1 

7 

(6-7) 

20 1 
(1-3) 

5 

(5-4) i 

0 58 1 

(0 66-0 47) i 

04 

(0 2-0 75) 

25 

(10-34) 

i 

c L 


Cod h\er (2) 

101 

1 1 

62 

(48-76) 

13 

(11-15) 

8 1 
(5-11) 

3 1 

(2-D 1 

1 

5 1 

(3-T) 

\ 

0 61 ' 

(0 45-0 73) 1 

i 

06 

(0 7-0 57) 1 

30 1 

(21-39) 1 

/ 

1 

150 

TL. " Phosphohpids T c. 

Total cholesterol 

F c c- Fycc cholesterol 

E.C = Estenfied cholesterol UFA 

Unsalurated /attj auJi 
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TYPE OF OIL 




PHOSPHOLIPID CHANGES 
( mg pc" 100 nl ) 


Fig 2—TEc changes m plasma phospholipid and cholesterol caused 
by the various oils (numbered as lu table) 

The effects of fractions A and Bj cod-livec oU and fasting, 
shoten in the table are, for the sake of simpliatv, not induded in the 
ffgure. 

Fi_=pnospholinids, T c.=total cnolesterol, r c.=free cholesterol 


Fig 3 

Fig 3—^Thc r e sponse of three subjects to the same test feed when fed 
at intervals os er 3 vears 

A, arachis, B, heated tebacoo-'eed oil, C, crude •'obacco-seed oil 
The festing plasma levels o''the three suDjetrs were A,phosnholip ds 
PS mg per 100 ml, total cholts*eioI 235 mg , B, phosoholipids 
15S mg , total cholesterol 16° mg , C, pho'pholip ds 222 mg , total 
cholesterol 234 mg 


normal absorption of glvcende, plasma cholesterol and 
phospholipid reached their manmtim S-6 hours after the 
feed. The changes m phosphohpids and cholesterol caused 
by the feeds can be expressed bv the values 

(jil hour—fastmg)—(5^' hour—fastmg) 

2 

The figure obtamed m this tvay vre call the hpid response. 

Effects of Vanoos Other Oils 

Smgie 50 g feeds of other oils fed m the same tivay 
to normal volunteers The oils used, the number of 
experiments, and the hpid response are shovm m the table. 

Xon-polvmmsed refined rung oil was vupphed bv Unilever Co 
The other oils were of edible grade and obtamed from Utulet er Co, 
H M Faure &. Co , British Cod Liver Oils Ltd , and throngn Hess 
Prodncts and Cvdo Chem.cals Ltd 

Stomd tobacoo-^eed oil is crude oil which has been stored at 
*1 C m the dark fo- 9 months and ‘ heated tobacco-seed oil ’ is the 
crude oil hea'ed by steam to 165 C under a high vacuum 

Fiactioa A ’ and “ ffacnon B were p-cpared from the fattv 
acids obtained bv deh-draimg nonoleic aad Those hquid below 
10 C (Hilditdi 1936) were stored at 0 C for several weeks m the dark 
m an atmosphere of nitrogen, a solid ffacnon was separated bv 
Htranoa at 0 C Both liquid and soil fractions were then frozen at 
20 C, sto"^ at 0 C for se-e-al weeks, and filtered as before The 
fractions solid at 0 C were combined and called fracnon A, the com¬ 
bined fractions were called fraction C Thev were fed as ethvl esters 

■With all the oils, plasma ^vcende rose by more than 
60 mg per 100 ml and over a third of this mcrease vras 
removed at 3'/,-5^/i hours But the different oils produced 
three different types of hpid response, and can accordmglv 
be placed m th^ groups (table and fig 2) 

Group 1 —^These raised the total-cholesterol and phospho¬ 
lipid levels bv about 20 mg per 100 roL, without altering the 
tanos of total cholesteiol to phosphohpid or of five cholesterol 
to estenSed cholesteroL 

Group 2 —The mcreases m total cholesterol and phospho¬ 
lipid were smaller, but the rano of total cholesterol to 
phosphohpid was reduced. The mno of free cholesterol to 
estcnfied cholesterol was unaltered. 

Grout 3 —•'^ih the oils m this group (crude and stored 
tobacco-seed oil) the levds of phosphohpid and total cholesterol 
ro’c onlv verv shghtly o- actuaBv fell The level of free 


cholesterol consistentlv fell, but both the phosphohpid and the 
free-cholesterol/estenfied-cholesterol lanos were variable. 

These different hpid responses were not assoaated vnth 
differences m the amounts of glvcexide increase 
In control experiments a fat-free diet, tahen for 24 
hours, reducec the levels of all tne plasma hpids estimated. 

Reprodnabilitv of Ijpid Response 
Fig 3 shows the cnanges in cholesterol and phosphohpid 
levels obtained with oils of the three groups Each 
volunteer received one oil four times, and on each occasion 
It produced the same fcmd of response, distmct from the 
effects of the other oils In the experiment recorded m fig 
4, each of four tolunteers took three different oils All four 
subjects showed the same type of hpid response to a given 
oil, and similar alterations in response when the oils were 
changed. (In fig 4, for simphotv, onlv the cholesterol 
changes are shown.) 

Thus healthv people gave the same hpid response to 
a particular type of od, even when the tests were separated 



The fhsrmg levels o' total cholesterol m the four subjects were 
X, ISl mg per 100 ml , Z, 211 mg O 1S3 mg , A, 16° mg 
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by a year, and, by changing the oil, the volunteers could 
be “ swung ” to another response Qearly, the repro- 
duabihty of the results was not due to insensiUveness of 
the test This could in fact distinguish between the effects 
not only of different oils but even of the same oil before 
and after treatment by heat (table and fig 2) 

Discussion 

As a method of biological assay, the test feed has the 
advantage of simphaty, speed, and ease of control, and it 
enables us to ascertain the effects of single substances, 
usmg comparatively httle material Their effects on 
plasma hpids are demonstrated not only (as m the longer 
experiments) by the changes m cholesterol and phospho- 
hpid but also by the relauon of these hpids to one another 
and the relauon of free cholesterol to estenfied cholesterol 
The alterations m these relations are new findings which 
suggest that plasma-phosphohpid and plasma-cholesterol 
levels are under separate physiological control Even in 
normal people the phosphohpid/cholesterol ratio is not 
necessarily constant, and its different behaviour in response 
to group-1 and group-2 oils raises the mteresung quesuon 
whether it is ordmarily set by the diet 

The different effects of crude and heated tobacco-seed 
oils IS a further new finding, which will be discussed 
elsewhere The difference does not seem to be due to 
alterauons m the fatty-acid composition of the oils 

It IS difficult to compare our results with those of other 
workers who have used smgle feeds for studymg changes 
in the plasma hpids (Man and Gildea 1932, Lmdholm 
1956, Dole et al 1959), for, although Man and Gildea, for 
example, recorded similar phosphohpid changes, their aim 
was to see whether hpid changes did m fact occur, and 
not to create a standard method of biological assay 
(Kingsbury 1958) Reasons why our findmgs may differ 
from those of the longer (more usual) experiments are 
numerous 

1 The oils may have been subjeaed to different treatment 
(compare our different results with crude and heated tobacco- 
seed oils) 

2 Most of the other work has been done on pauents, 
whereas ours vas on normal subjects 

3 The results reported here concern only the period of hpid 
increase immediately following the fatty meals, whereas the 
results of long-term experiments must be the algebraic sum of 
varying lipid absorption, plasma-hpid increases, and clearance 
of hpids from the blood 

4 The nio methods mav be sensinve to different vanables 

5 Whereas our results describe changes from a standard 
basal condition, the changes m the long-term experiments 
result from altenng one diet for another This pomt can be 
illustrated by the fact that m the long experiments com oil has 
so often caused an immediate and progressive fall in the 
plasma-cholesterol level, whereas m our experiments it 
caused a nse 

It IS all the more mteresung, therefore, that our results 
should m many ways resemble those of Ahrens (1957), 
using the longer method In both mvesugauons oils 
having lodme values abovu 100 produced low levels of 
plasma cholesterol, whereas with oils which have lodme 
values below 90 the cholesterol level increased with the 
saturauon of the fat (see table) Whale, pilchard, and 
cod-hver-oil—which are nch m polyunsaturated aads but 
not in those cssennal for the normal health of ammals 
(Thomasson 1953)—gav e the same kinds of hpid responses 
as the edible vegetable oils (com, soya, sunflower) whose 
high content of unsaturated aads is composed mamly of 


“ essenual ” fatty acids This is similar to the results of 
Ahrens (1959) 

In view of the similar effect of fish oils and vegetable 
oils on the plasma-cholesterol, it is mteresung to reflect 
that, though an increase of tri-unsaturated acids in the 
ussue hpids of ammals is strong ewdence for a deficienq 
of the essenual fatty aads (Jorgensen and Holman 1958), 
this accumulauon of trienes has been reversed by cod- 
hver oil (Rieckenhoff et al 1949, Dam et al 1959), and 
that though this oil is rich m polyunsaturated acids, it has 
a very low essenual-fatty-acid activity when assessed 
convenUonally m terms of a normal skin in ammals Thus 
It seems that many of the polyunsaturated aads, such as 
those found in cod-hver oil, may not only lower the blood- 
cholesterol level but also correct fatty-acid deficienaes 

As convenUonally defined, a “ non-essential ” acid very 
similar m physical properues to the “ essenual ” hnoleic 
acid is Its cis-trans isomer, which has a melung-point of 
about —3°C (Privett et al 1955) or up to 7°C (Jackson et 
al 1952) Unfortunately It cannot yet be made m quanu- 
ues sufficient for feeding experiments, but, as an alterna- 
Uve, we hoped to obtain low-melung-pomt isomers of 
hnoleic acid from dehydrated ricmoleic acids (Hilditch 
1956) Ultraviolet spectroscopic analysis (Hilditch et al 
1951) of our fracuons A and B showed that about 60% 
were hnoleic acid or its isomers, of which about half were 
conjugated, probably the cts-trmts isomers were concen¬ 
trated m fracuon B (melung-pomt 0-10'C) As both these 
fracuons raised the plasma hpids only shghtly (see table) 
It appeared that the hpid response to the natural cis-cts 
hnoleic acid (approximately 70% of tobacco-seed oil) was 
neither prevented nor obscured by its conjugated or other 
isomers 

Our results with tung oil are not at present explamable 
Smclair (1959) has suggested that it should have the same 
effects as other non-essenual oils of equal imsaturauon, 
but this Ignores its undoubtedly different properues, as 
evident m its chemical reacuvity, rate of oxidauon, and 
absorpuon spectra m the ultraviolet Possibly the 
biological acuon of conjugated fatty aads of this type 
differs from that of non-conjugated aads of equal un- 
saturauon 

The reasons for the different effects of the vanous oils 
are not yet estabhshed, but we cannot see why many 
factors m oils should not act m different ways For 
mstance, the amount of the biologically essenual hnoleic 
aad usually given as a dietary supplement is about 50 g 
a day (Olson et al 1958) This would be about 5—10% of 
the total dry weight of the daily diet of our volunteers and 
probably about 10% of a pauent’s hospital diet In 
animals, however, severe essenual-fatty-aad deficiency 
can be corrected by less than 0 5% of hnoleic or arachi- 
domc acid m the diet (Holman 1950)—an amount of 
arachidomc aad which is said to have no effect on the 
plasma hpids of man (Keys et al 1959) It may be thah 
in large amounts, unsaturated acids (both essenual and 
non-essenual) alter the physicochemical properues and 
hence the metabohsm of their esters (glycerides, choles- 
terols, phosphohpids, &c ) (Klein and Marun 1959) This 
need not exclude a simultaneous correcuon of any 
exisung farty-aad defiaency (Fulco and Mead 1959) 

In addiuon, an effect from the non-sapomfiable or uace 
components of an oil cannot be excluded, and this may 
be the reason why crude tobacco-seed oil and heated 
tobacco-seed oil (though we have found no difference in 
their fatty-aad composiuon) have different effects 
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■ABLE I—^TITHES OF ANTINUCLEAR FACTORS IN HEALTHS SUBJECTS, IN 
PATIENTS \\ ITH VARIOUS DISEASES UNRELATED TO S L E , AND IN 
PATIENTS WITH S L E AND THEIR RELATIVES 


Titrc of Anti | 
nuclenr factors ! 
(dilution) 

Health) , 
subjects ' 

Diseases 
unrelated j 
to S L B 

Patients 
with S L E 

Rchiivcs 
of p-iticnts 
with SLE 




1 


Undiluted 

33 

40 

3 

20 

1 1 

3 

5 

2 

3 

1 2 

4 

4 

1 

3 

’’onrite 





1 4 to 1 16 

0 

1 

12 

1 17 

1 32 to 1 128 

0 

0 

' 14 

' 4 

1 256 to 1 1096 

0 

0 

1 19 

1 

3 


liseascs unrelated to s L E were studied as controls 
Specific nuclear fluorescence was not seen with 73 of these 
lera, and was seen with undiluted serum or serum diluted 
I 2 in another 16 sera In only 1 instance was specific 
luclear fluorescence seen when the serum was diluted 1 4 
51 pauents with s L e were studied When the first 
ierum drawn from each of these pauents was examined, 
specific nuclear fluorescence was foimd with serum 
Jiluted I 4 or higher in 45 In all, 151 specimens of 
serum from these 51 pauents have been examined to date, 
ind specific nuclear fluorescence with serum diluted 1 4 
ir higher was observed with 131 specimens As anu- 


rABLE II—RESULTS OF TESTS FOR ANTINUCLEAR FACTORS IN THE 
RELATIVES OF PATIENTS WITH SASTEMIC LUPUS ERYTHMATOSUS 


Relationship 

Female relatives 

Male relntiv cs 

Positive 

tests 

Negative 

tests 

Positive 

tests 

Negative 

tests 

?'trcnis 

5 

1 

0 

4 


6 

4 

4 

5 

Dflsprinc 

Mnlcrml siblings 

2 

3 

0 

1 

2 

1 

3 

1 

First cousins 

I 

0 

0 

I 

3nndpircnts 

0 

3 

0 

3 

Tonis 

17 

9 

7 

17 


nuclear factors were found ivhen the serum was diluted 
1 4 in only 1 of 90 sera examined as controls, the 
demonstration of anunuclear factors in serum diluted 1 4 
or more appeared to distingmsh pauents with s L e from 
healthy subjects and those with a variety of other 
diseases The test was therefore called posiuve when 
anunuclear factors were demonstrated in serum diluted 
1 4 or more 

Single serum samples from 50 members of famihcs of 
12 pauents uith s L E were studied (tables i and ii) 
Specific nuclear fluorescence was demonstrated with 
scrum diluted 1 4 or more in 24 instances PosiU\ c tests 
were found with the sera of 19 of 36 
first-degree rclauvcs tested, and with the 
sera of 5 of 14 second-degree relatives 
Positive tests were found m 17 of 26 ^ 

female rclauvcs but in only 7 of 24 male 
rclauv es The difference m the frequency 
of posiuve tests in male and female 
rclauvcs is significant (/= = 5 2, P= <0 05), 
but further observauons on this sex 
difference arc necessary 

Two family pedigrees arc sliowai in fig 1 

In the first pedigree the propositus (ll 4) was 
a 15-vcar-old schoolgirl in whom definite 
clinical e\ idcncc of S L E had been found, and, 
in the past, Hargraves’ cells had been demon¬ 
strated in her blood Findings diagnostic of 
lupus nephritis w ere obsen cd in a renal biopsy 
t sntNrimrns nf urrt» d for nnri- 


nuclear faaors when the patient was syanptom-frcc as a result 
of treatment with prednisone, all were negative Positive tests 
for anunuclear factors were foimd in the mother (i 1) and 3 of 
5 siblings—in 1 of whom (ll 1) the titre was 1 1024 

In the second pedigree the propositus (ll 2) was a 21-year-old 
American Negro housewife vvitli typical sle Positive tests 
for antinuclear factors vv ere found in the serum of the pauent, 
her 2 younger sisters, her 5-ycar-old son, and 3-y car-old 
daughter (ill 3)—in whom the litre of antinuclear factors was 
1 4096 

The serum-y-globuhn levels were esumated by the 
Biuret reagent and filterpaper electrophoresis They are 
compared in fig 2 with values from 62 healthy Caucasian 
(1 13±0 23 g per 100 ml) and 62 healthy American 
Negro subjects (137±0 30 g per 100 ml) Elevated 
1 -globulin levels ( > 2 s D above the mean of the controls) 
were found in only 3 Caucasian relauves and 2 Caucasian 
controls Decreased y -globuhn levels ( > 2 s d below the 
mean of the controls) were found in 1 Caucasian and 2 
Negro relatives 5 of the 6 Negro relatives were members 
of one family (pedigree 2) The difference between the 
y -globuhn levels in the members of this family and those 
in the controls was significant (/'’=17 2, p=<0 01) 


DISCUSSION 

In 1957 Leonhardt “ reported sle in 3 of 14 siblings 
He pointed out that at that time there were only four 
reported instances of the famihal occurrence of s l e 

Subsequently, Agranat et al “ Larsson and Leonhardt,'* and 
Lawrence * have each reported s l n m2 sisters Wagcnhals 
and Burgeson ° observ ed the disease in twin sisters Griffin 
et al ’ found sle in a father and his daughter, and Holman and 
Deichcr " reported its occurrence in a mother and htr daughter 
These clinical observauons suggested tliat sle may possibly 
be a familial disorder 

In a study of two pedigrees, Larsson and Leonhardt * found 
lughcr mean scrum-y-globulin levels in siblings of patients 
with sle and their children than in controls living under the 
same environmental condiuons The siblings had higher mean 
y-globulm values than the first cousins, and the siblings’ 
children than the second cousins Larsson and Leonhardt 
considered tint familial hypergammaglobulinTmia and familial 
SLE were possibly closely related and were mamfestations of 
an underlying, genetically determined tendency to over¬ 
production of y'-globuhn Holman and Deichcr * found 
“distinct hypcrgammaglobuhnxmia’’ in 11 of 57 relatives 
from 18 families of patients with sle, and Rodnan 
et al ' found definite hypcrgammaglobuhnxmia m 12 
of 59 relatives, thus confirming the observations of Larsson 
ahd Leonhardt 


Rodnnn 
8, 107 


G P Moclachlan M J , Crcichton, A S C/irt Rn 1960, 


Pedigree I 
CAUCASIAN 


to¬ 


ll 128] 
(2 29) 


E 


I c5 TS sdi 

[l 1024] [I 16] [l 4] 
(I 30) (122) (139) 


-02 


Pedigree 2 
AMERICAN NEGRO 

-02 


10 - 


[Hcg] 

(124) 


[hes] 

(141) 


[Neg] 

( 102 ) 


TZ] 

[Neg] 
(I 02) 


n 10- 


57 

[I 16] 


[l 128] . . _ 

(191) (0 90 (0 64) 


54 

[I 4] 


in 


1(5 ^ 

[Neg] [I 8] [' 4096] 
(I 20) (0 70) (0 45) 
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Fig 2.—Serum-v-globulmlevels in healthj subjects and In relatives 
of patients with SX.E, 

The mean values are given by continuous lines and two standard 
dcviauons by interrupted lines 

o=a patients with posiave tests for antinuclear factors 
• *= patients with negative tests for antinuclear fectors 


We found few relatives with hypergammaglobulinasmia, 
but somewhat high c-^obulm levels were found m 5 of 7 
members of pedigree 1 Unusually low /-globuhn levels 
were found in 4 of 5 members of pedigree 2 This findmg 

15 of mterest m view of the reported det elopment of an 
arthntis resemblmg rheumatoid arthritis m almost half of 

16 children with the congemtal form of agammaglobuhn- 
Emiaj and of collagen disease m patients with congemtal 
and acquired agammaglobuhnaemia 

The most stnkmg abnormahty found was the high 
prevalence of positive tests for antmuclear factors m the 
serum of relatives of patients with sx E The results 
strongly suggest that an abnormal protem or proteins with 
an afimity for ceU nuclei m vitro are present m the serum 
of about half the relatives By contrast, positive tests for 
antmuclear factors were found m the serum of only 1 of 
50 subjects with diseases unrelated to s L E and m none 
of the 40 healthy subjects studied Hargraves’ cells have 
been reported m about 12% of patients with rheumatoid 
arthritis and occasionally in other so-called collagen 
diseases We found posiave tests for antm uclear factors 
m the serum of only 5 of 35 panents with these disorders 
Thus the prevalence of posiave tests for antinuclear factors 
was considerably higher m relaaves of paaents with s l e 
than m paaents with rheumatoid arthnas, scleroderma, 
and dermatomyosias As rheumatoid arthnas and posiave 
serological tests for rheumatoid factor appear to be 
commoner m relaaves of paaents with s L E that m the 
general populaaon,® ° relaaves of paaents with s L E may 
possibly compnse at least a proporaon of the panents with 
chmcal rheumatoid arthnas and posiave Hargraves’ cells 
or antmuclear factors 

The aaology of systermc lupus erythematosus is soli 
unknown In recent years abundant evidence has been 
accumulated that the serum of paaents with s L E 
contains several abn ormal y-globulins These abnormal 

10 Gitlin D , Gross PAM Taneway C A. J Med 1960, 

260 72 

11 Fnedman I A , Siddey J E,Poske,R M , Black A Bronsky D 
Ham, W H Jr Fcldhake, C Reeder, P S Katz, E Al. Arm tntem 
Med 1957,46 1113 


Y-globuhnSj which react with cells or cell consatuents 
in vitro, can probablv be classified as auto-immune 
anabodies Paaents with s L E also show mcreased 
responsiveness to foreign anagens The mechamsm 
underlymg the appearance of autoimmune anabodies 
and the mcreased sensmvity to foreign anagens is 
soil poorly imderstood Both these abnormahaes, 
however, pomt to a derangement m the system regulatmg 
“ immunological homoestasis ” The data reported here 
mdicate that this derangement probably has an hereditary 
basis, and suggest that oiert disease may result firom 
exposure to various anagens and other provocaave 
somuh m persons with the appropnate hereditary ab¬ 
normahty m the homcEstasis of the anabody-producmg 
sijStem 

We wish to thank Mrs Anne Doig, Mrs Janet Rezaian, and Mr 
Marcellus Moore for technical assistance This study was supported 
in part by a grant (H2253) &om the United States PubUc Health 
Service, Nauonal Insututes of Health, Bethesda, Maryland 


Departments of Mcdicme, 
Presbytenan-St Luke s Hospital, 
Cook County Hospital, 

Research and Education^ Hospitals, 
Umtcrsity of Illinois College of Medicme, 
Chicago, Illinois, USA 


Victor E Pollak* 

M B W stand, Mji c px 
ENNO MANDEALAt 
MJ5 Groningen 

Robert M Kark 

FRCP,FACP 


BLOOD-GROUP DISTRIBUTION IN 
MEGALOBLASTIC ANiEMIA OF PREGNANCY 

Folic-acid defiaency m pregnancy is charactensed by 
the appearance of me^oblasts m the marrow In the 
most severe cases these are of the classical Ehrhch rvpe, 
as seen m addisoman ansnua, whereas transioonal 
megaloblasts are encountered m the milder forms of the 
disease More recent studies have shown that fohc-aad 
depleaon frequently occurs m late pregnancy without 
producmg megaloblasac changes m the marrow,’’ although 
the hasmoglobm-Ievel can generally be raised by the 
admimstraaon of fohc aad “ 

Fohc-aad defiaency m pregnancy can thus be 
convemently classified m four categones 

Grade 0 —^The marrow remains entirely normoblasnc and 
fohc-aad depleaon can be diagnosed with certamty only by 
folic-aad assays In these cases the hsmoglobm level can 
usually be raised by fohc-aad therapy 

Grade 1 —The mildest form of megaloblasac ansenua, m 
which the marrow is predommantly normoblasac, though it 
contains a number of transiaonal megaloblasts Diagnosis m 
such cases may need confirmaaon by other catena—eg, a 
raised serum-iron level and saasfaaory response to fohc-aad 
therapy 

Grade 2 —The marrow is predonunantlv megaloblasac, but 
the majonty of cells is of the transiaonal type. 

Grade 3 —A Bond megaloblasac marrow m which the 
classical Ehrhch type of megaloblast predominates The marrow 
picture m these cases is mdistmguishable from that seen m 
addisoman anremia 

Obviously, the marrow-changes m these four categones 
reflect, to some extent, the degree of fohc-aad depleaon 
m any given person It would be an oversimphficaaon to 
assume from this that aU pregnant women with folic-aad 

• Established investigator American Heart Associauon, supported by the 
lUmois Heart Assoaauoiu 

t Fellow Netherlands Organisauon for the Advancement of Pxire Research, 
Present address Department of Medicme, Umversit^ of Grtmincen 
Netherlands 
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TABLE I—TITRES OF ANTINUCLEAR FACTORS IN HEALTHY SUBJECTS, IN 
PATIENTS %\1TH VARIOUS DISEASES UNRELATED TO SLE, AND IN 
PATIENTS WITH SLE AND THEIR RELATIVES 


Titrc of Anti¬ 
nuclear factors 
(dilution) 

Healthy 

subjects 

Diseases 
unrelated 
to S L E 

Patients 
with SLE 

Relatives 
of patients 
wth S L t 

Neganie 

Undiluted 

33 

40 

3 

20 

1 1 

3 

5 

2 

3 

1 2 

4 

4 

1 

3 

Positive 





1 4 to 1 16 

0 

1 

12 

1 17 

1 32 to 1 128 

0 

0 

1 

4 

I 256 to 1 4096 

0 

0 

19 

3 


diseases unrelated to s L e were studied as controls 
Specific nuclear fluorescence was not seen with 73 of these 
sera, and was seen with undiluted serum or serum diluted 
1 2 in another 16 sera In only 1 instance was specific 
nuclear fluorescence seen when the serum was diluted 1 4 
51 patients with sle were studied When the first 
serum drawn from each of these patients was examined, 
specific nuclear fluorescence was found with serum 
diluted 1 4 or higher in 45 In all, 151 specimens of 
serum from these 51 patients have been exanuned to date, 
and specific nuclear fluorescence with serum diluted 1 4 
or higher was observed with 131 specimens As anti¬ 


nuclear factors when the patient was symptom-free as a result 
of treatment with predmsone, all were negative Positive tests 
for antinuclear factors were found in the mother (i 1) and 3 of 
5 siblings—in 1 of whom (ii 1) the utre was 1 1024 

In the second pedigree the propositus (n 2) was a 21-ycar-old 
American Negro housewife with typical sle Positive tests 
for antmuclear factors were found in the serum of the patient, 
her 2 younger sisters, her 5-year-old son, and 3-year-old 
daughter (ill 3)—m whom the titre of antinuclear factors was 
1 4096 

The serum-Y-globuhn levels were esumated by the 
Biuret reagent and filterpaper electrophoresis They are 
compared in fig 2 with values from 62 healthy Caucasian 
(1 13±0 23 g per 100 ml) and 62 healthy Amencan 
Negro subjects (137±0 30 g per 100 ml) Elevated 
Y-globulin levels ( > 2 s D above the mean of the controls) 
were found in only 3 Caucasian relatives and 2 Caucasian 
controls Decreased '|-globulm levels (>2 s D below the 
mean of the controls) were found m 1 Caucasian and 2 
Negro relatives 5 of the 6 Negro relatives were members 
of one family (pedigree 2) The difference between the 
Y-globuhn levels in the members of this family and those 
in the controls was sigmficant (/-=17 2, p=<0 01) 

DISCUSSION 

In 1957 Leonhardt • reported sle in 3 of 14 siblings 


TABLE II—RESULTS OF TESTS FOR ANTINUCLEAR FACTORS IN THE 
RELATIVES OF PATIENTS WITH SYSTEMIC LUPUS ERYTHMATOSUS 


Relationship 

Female relatives 

Male relatives 

Posimc Negative 

tests tests 

Positive Negative 

tests tests 

Parents 

5 1 

0 4 

Siblings 

6 4 

4 5 

Offspring 

Maternal siblings 

2 0 

3 1 

2 3 

1 1 

First cousins 

1 0 

0 1 

Grandparents 

0 3 

0 3 

Totals 

17 9 

7 17 


nuclear factors were found when the serum was diluted 
1 4 in only 1 of 90 sera examined as controls, the 
demonstration of antinuclear factors in serum diluted 1 4 
or more appeared to distinguish patients with sle from 
healthy subjects and those with a variety of other 
diseases The test was therefore called positive when 
antmuclear factors were demonstrated in serum diluted 
1 4 or more 

Single serum samples from 50 members of families of 
12 patients with sle were studied (tables i and ii) 
Specific nuclear fluorescence was demonstrated with 
serum diluted I 4 or more in 24 instances Positiv e tests 


He pointed out that at that ume there were only four 
reported instances of the famihal occurrence of S L E 

Subsequently, Agranat et al “ Larsson and Leonhardt,^ and 
Lawrence ‘ have each reported sle in 2 sisters Wagcnhals 
and Burgeson ' observed the disease m twin sisters Gridin 
ct al ■ found sle in a father and his daughter, and Holman and 
Dcicher * reponed its occurrence in a mother and her daughter 
These clinical observauons suggested that sle may possibly 
be a familial disorder 

In a study of two pedigrees, Larsson and Leonhardt * found 
higher mean serum-Y-globulin levels in siblings of patients 
with SLE and their children than in controls living under the 
same environmental conditions The siblings had higher mean 
Y-globuhn values than the first cousins, and the siblings’ 
children than the second cousins Larsson and Leonhardt 
considered that famihal hypergammaglobuhnaimia and familial 
SLE were possibly closely related and were manifestations of 
an underlying, gcneucally determined tendency to over¬ 
production of Y'Elobuhn Holman and Deicher' found 
“ disunct hypergammaglobuhnaimia ” in 11 of 57 relatives 
from 18 famihes of patients with sle, and Rodnan 
et al “ found definite hypergammaglobulinxmn m 12 
of 59 relatives, thus confirmmg the observations of Larsson 
ahd Leonhardt __ 

9 Rodnan, G P, Maclachlan M J , Creighton A S Chrr Rei I960 
8 , 197 


were found with the sera of 19 of 36 
first-degree relativ'es tested, and with the 
sera of 5 of 14 second-degree relauves 
Positive tests were found in 17 of 26 
female relatives but in only 7 of 24 male 
relativ'es The difference m the frequency 
of positive tests in male and female 
relatives is sigmficant (/■’ = 5 2, P= <0 05), 
but further observations on this sex 
difference are necessary 

Two family pedigrees are showm in fig 1 
In the first pedigree the propositus (ii 4) was 
a 15-vear-oId schoolgirl in whom definite 
climcal cv idcnce of S L e had been found, and, 


Pedigree I 
CAUCASIAN 



[l I0Z4] [l 16] [l 4] [Meg] [Neg] [Neg] 
(130) (122) (139) (141) (102) (102) 


Tig I -^-Pedigrees of two families of patients 
with SJL C 


Pedigree 2 
AMERICAN NEGRO 



(191) (0 91) (0 64) 



[Neg] [I a] [I 4096] 
(I 20)(0 70) (0 45) 


m the past, Hargraves cells had been demon¬ 
strated in her blood Findings diagnostic of O -=sle 

Iiiniis npnhrir,^ w rrr nhsen erl in n rnnnl hinnsi 3 — DOSItllc test for antinuclear factors 


{ 0 —not tested 
I II —litre of antinuclear factors 
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subjects oF patients 
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Fig 2.—Serum-Y-globulm levels in hcaltii> subjects and m relatives 
of patients with S JLH. 

The mean values are given bv continuous lines and two sta n da r d 
deviations by interrupted Imes 

o=patients with posiave tests for antmudear factors 
• =panents with negative tests for antmudear factors 


We found few relam es with hypergammaglobulmaEmia, 
but somewhat high Y-globulm levels were found in 5 of 7 
members of pedigree 1 Unusually low •, -globulin levels 
were found m 4 of 5 members of pedigree 2 This findin g 

15 of ibterest in view of the reported development of an 
arthnns resemblmg rheumatoid arthnns m almost half of 

16 children with the congemtal form of agammaglobuhn- 
armaj and of collagen disease m panents with congemtal 
and acquired agammaglobuhutenua 

The most stnkmg abnormahtj found was the high 
prevalence of posiUve tests for antmudear factors m the 
serum of relatives of patients with s L E The results 
strongly suggest that an abnormal protem or proteins with 
an affini ty for cell nucla m vitro are present m the serum 
of about half the relatives By contrast, posim e tests for 
antmudear factors were found m the serum of only 1 of 
50 subjects with diseases unrdated to Si E and m none 
of the 40 healthy subjects studied Hargraves’ cells have 
been reported in about 12% of patients with rheumatoid 
arthnns and occasionally m other so-called collagen 
diseases We found positive tests for antmudear factors 
m the serum of only 5 of 35 panents with these disorders 
Thus the prevalence of posinve tests for antmudear factors 
was considerably higher m relanves of panents with s L E 
than m panents with rheumatoid arthnns, sderoderma, 
and dermatomyosins As rheumatoid arthnns and posinv e 
serological tests for rheumatoid factor appear to be 
commoner m relanves of panents with si E that in the 
general populauon,® ® relanv es of panents with s Li may 
possibly compnse at least a propomon of the panents with 
clmical rheumatoid arthnns and posinve Hargrav es’ cells 
or antmudear factors 

The Eenology of systemic lupus erythematosus is snU 
unknown In recent years abundant evidence has been 
accumulated that the serum of panents with s Li 
contains se veral abnormal y-globulms These abnormal 

10 Gitlin D Gross PAM Janewa 5 C. A, Er^l J hitd 1960 
260 72 

11 Fnedman I A Siddej J E Poske, R, M, Black A- Bronsky D , 
Hartz, W H Jr Feldhake, C- Reeder P S , Katz, E Ai- An% xmem 
Med 19S7 46, 1113 


Y-globuhns, which react with cells or cell consntuents 
in vitro, can probablv be classified as auto-immune 
annbodies Panents with s l e also show mcreased 
responsiv eness to foreign anngens The mechamsm 
underlying the appearance of autoimmune antibodies 
and the increased sensmvity to foreign anngens is 
snU poorly understood Both these abnormahnes, 
however, pomt to a derangement m the sy’stem regulating 
“ immun ological homcEStasis ” The data reported here 
mdicate that this derangement probably has an hereditary 
basis, and suggest that overt disease may result from 
exposure to vanous anngens and other provocanve 
stimuh m persons with the appropriate hereditary ab- 
nonnahty m the homcestasis of the antibody-produemg 
system 

We wish to thanh Mrs Arme Doig, Mrs Janet Rezaian, and Mr 
Matcellus Moore for techrucal assistance This studv was supported 
m part bv a grant (H2253) from the United States Pubbe Health 
Service, Nauonal Institutes of Health, Bethesda, Maryland 
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BLOOD-GROUP DISTRIBUTION IN 
MEGALOBLASTIC ANiEMIA OF PREGNANCY 

Folic-acid defiaency in pregnancy is charactensed by 
the appearance of me^oblasts m the marrow In the 
most severe cases these are of the classical Ehrhch tiTie, 
as seen in addisoman ansemia, whereas transmonal 
megaloblasts are encountered m the milder forms of the 
disease More recent studies have shown that fohc-aad 
depleDon frequently occurs m late pregnancy without 
producing megaloblastic changes in the marrow,'® although 
the hFemoglobm-level can generally be raised by the 
admimstranon of fohe aad “ 

Fohc-aad defiaency in pregnancy can thus be 
convemently classified m four categones 

Grade 0 —^The marrow remains entirely normoblasnc and 
folic-aad deplenon can be diagnosed with certamu only by 
fohc-aad assays In these cases the haemoglobin level can 
usually be raised by fohc-aad therapv 

Grade 1 —The mildest form of megaloblasnc ansmia, m 
which the marrow is predommantly normoblasnc, though it 
contains a number of transmonal megaloblasts Diagnosis m 
such cases mav need confinnanon bv other entena—e g, a 
raised serum-iron level and sansfactory response to fohc-aad 
therapv 

Grade 2 —The marrow is predommantlv megaloblastic, but 
the majonty of cells is of the transmonal tvpe 

Grade 3 —A flond megaloblasnc marrow m ■nhich the 
classical Ehrhch tvpe of megaloblast predommates The marrow 
picture m these cases is mdistmguishable from that seen m 
addisoman ansemia. 

Obviously, the marrow-changes m these four categones 
reflect, to some extent, the degree of fohc-aad deplenon 
in any given person It would be an oversimplification to 
assume from this that all pregnant women with fohc-aad 

• Established investigator American Heart Association, supponed by the 
Illmois Heart Associauan 
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isetherlands 

12 Holman H R Anr Rev Med 1960 11 231 

13 Chanann, I ^iacGibbon B M, O Sullivan ^ T Mollm D L Lcrce: 
1959 u 634 

14 Giles, C * Burton H Bnt rned J 1960 u 636 







1062 NOVEMBER 12j 1960 


PRELIMINARY COMMUNICATIONS 


THE LANCET 


TABLE I—TITRES OF ANTINUCXEAR FACTORS IN HEALTHS SUBJECTS, IN 
PATIENTS WITH VARIOUS DISEASES UNRELATED TO S L E , AND IN 
PATIENTS WITH S L E AND THEIR RELATIVES 


Titre of Anu- 
nuclcar factors 
(dilution) 

Healthy 

subjects 

I- 1 

Diseases 1 
1 unrelated 
to S L E 

Patients ' 
WltllSLE 1 

Relam es 
of patients 
with SLE 

Negotwe \ 





Undiluted 

33 

40 

3 

20 

1 1 

3 

5 

2 

3 

1 2 

4 

4 

1 

3 

Positive 





1 4 to 1 16 

0 

1 

12 

1 17 

1 32 to 1 128 

0 

0 

14 

4 

1 256 to 1 4096 

0 

0 

19 

3 


diseases unrelated to s l e were studied as controls 
Specific nuclear fluorescence was not seen with 73 of these 
sera, and was seen tvith undiluted serum or serum diluted 
1 2 in another 16 sera In only 1 instance was specific 
nuclear fluorescence seen when the serum was diluted 1 4 
51 patients with s L e were studied When the first 
serum drawn from each of these patients was examined, 
specific nuclear fluorescence was found with serum 
diluted 1 4 or higher in 45 In all, 151 specimens of 
serum from these 51 pauents have been exarmned to date. 


nuclear factors when the patient was symptom-free as a result 
of treatment with predmsone, all w'ere negative Positive tests 
for annnuclear factors were found m the mother (i 1) and 3 of 
5 siblings—in 1 of whom (ii 1) the titre was 1 1024 

In the second pedigree the propositus (ll 2) was a 21-ycar-old 
American Negro housewife wath typical sle Posimc tests 
for antmuclear factors were found in the serum of the pauent, 
her 2 younger sisters, her 5-year-oId son, and 3-year-old 
daughter (ill 3)—m whom the titre of annnuclear faaors was 
1 4096 

The serum-Y-globulin levels were estimated by the 
Biuret reagent and filterpaper electrophoresis They are 
compared m fig 2 with values from 62 healthy Caucasian 
(1 13±0 23 g per 100 ml) and 62 healthy American 
Negro subjects (137±0 30 g per 100 ml) Elevated 
y-globulin levels ( > 2 s d above the mean of the controls) 
were found in only 3 Caucasian relatives and 2 Caucasian 
controls Decreased -globulin levels ( > 2 s d below the 
mean of the controls) were found in 1 Caucasian and 2 
Negro relaUves 5 of the 6 Negro relatives were members 
of one family (pedigree 2) The difference between the 
y-globuhn levels in the members of this family and those 
in the controls was significant (y==17 2, p=<0 01) 


and specific nuclear fluorescence with serum diluted 1 4 

or higher was observed with 131 specimens As anti- 


TABLE II—RESULTS OF TESTS FOR ANTINUCLEAR FACTORS IN THE 
RELATIVES OF PATIENTS WITH StSTEMIC LUPUS ERYTHMATOSUS 



Female relatives 

Male relatives 

Relationship 

Positise 

Negatt\c 

Positi\e 

Negative 


tests 

tests 

tests 

tests 

Parents 

5 

1 

0 

4 

Siblings 

6 

4 

4 

5 

Offspring 

Maternal siblings 

2 

3 

0 

1 

2 

1 

3 

1 

First cousins 

1 

0 

0 

1 

Grandparents 

0 

3 

0 

3 

Totals 

17 

9 

7 

17 


nuclear factors were found when the serum was diluted 
1 4 in only 1 of 90 sera exarmned as controls, the 
demonstration of antmuclear factors m serum diluted 1 4 
or more appeared to distingiush pauents with sle from 
healthy subjects and those with a variety of other 
diseases The test was therefore called posiuve when 
antmuclear factors were demonstrated m serum diluted 
1 4 or more 

Single serum samples from 50 members of fanuhes of 
12 pauents with sle were studied (tables I and ii) 
Specific nuclear fluorescence was demonstrated with 
serum diluted 1 4 or more in 24 instances PosiUvc tests 


DISCUSSION 

In 1957 Leonhardt ^ reported sle in 3 of 14 siblings 
He pointed out that at that time there were only four 
reported instances of the familial occurrence of s L e 

Subsequently, Agranat ct al “ Larsson and Leonhardt,' and 
Lawrence ^ have each reported see in 2 sisters Wagcnhals 
and Burgeson “ observed the disease in twm sisters Griffin 
ct al ’ found sle in a father and his daughter, and Holmin and 
Deicher ' reported its occurrence in a mother and her daughter 
These climcal observauons suggested that sle may possibly 
be a familial disorder 

In a study of two pedigrees, Larsson and Leonhardt * found 
higher mean serum-y-globulin levels in siblings of patii.nts 
with SLE and their children than in controls living under the 
same environmental conditions The siblings had lugher mean 
y-globuhn values than the first cousins, and the siblings’ 
children than the second cousins Larsson and Leonhardt 
considered that familial hypcrgammaglobulinaimja and familial 
SLE were possibly closely related and were mamfestauons of 
an underlying, geneucally determined tendency to over¬ 
production of y-globuhn Holman and Deicher * found 
“ disunct hypergammaglobuhnmmia ” in 11 of 57 relatncs 
from 18 families of pauents with sle, and Rodnan 
ct al ' found definite hypergammaglobulinamua in 12 
of 59 relatives, thus confirming the observations of Larsson 
ahd Leonhardt __ 

9 Rodnan G P Maclachlan, M J Creighton, A S Cltti Ret 1960, 
8 , 197 


were found with the sera of 19 of 36 
first-degree rclauves tested, and with the 
sera of 5 of 14 second-degree relauves 
Posiuve tests were found m 17 of 26 
female relauves but m only 7 of 24 male 
relauv es The difference in the frequency 
of posiuve tests in male and female 
relauves is significant (>'= = 5 2, P= <0 05), 
but further observauons on this sex 
difference are necessary 

Tw o family pedigrees arc shown in fig 1 
In the first pedigree the propositus (ii 4) w as 
a 15-vear-old schoolgirl m whom definite 
clinical ev idence of S L E had been found, and, 


Pedigree I 
CAUCASIAN 



[I 1024] [l 16] [l 4] [Neg] [Neg] [Ncg] 
(130) (122) (139) (141) (102) (102) 


rig 1 —rcdigrcM of two families of patients 
with SLE 


Pedigree 2 
AMERICAN NEGRO 

I 


n I 

d 91)" (0 91) (0 64) 



[Ncg] [I 8] [I 4096] 
(I 20) (0 70) (0 45) 



in the past, Hargraves’ cdls had been demon- . 

straied in her blood Findings diagnostic of • =s L E i C -not teste 

lupus nephrius were observed in arena! biopsy O —positive test for antinuclear faaors j I) -titre of antinuclear faaors 

4 speamens of serum were tested for anti- O —negative test for annnuclear faaors 1 () —scrum f-globulin (g per 100 m ) 
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Cooling and rewamung is by means of a heat-exchanger 
constructed from stainless steel A filter and bubble trap 
are incorporated m the arterial outflow Ime Two sucker hnes 
are provided which dehver their blood on to five perforated 
plates lightly coated with ana-foam The output of the arterial 
pump and of the pump controllmg the sucaon Imes can be 
vaned by two simple hand controls The apparatus and tubmg 
m contact with blood is stenhsed m ethylene oxide for 24 
hours before use 

The hypothermic and heatmg eqmpment is contamed withm 
a low trolley which acts as a mount for the heart-lung machme 
In this way the apparatus, while remainmg compact, is entirely 
self-contamed The cold source is supphed with a mixture 


of ice and water kept m a lagged 2 gal tank, and hot water is 
kept thermostaucally controlled at about 40°C m a separate tank 

Apphcatton 

The apparatus has been used m twenty-five dog expen- 
ments In addiaon, four children have been operated on, 
with one death In use the machme requires very little adjust¬ 
ment, the runnmg bemg m the hands of one techmcian 
The apparatus has been constructed for me by Mr A F Turner 
in the Guy s Hospital Medical School workshop, and it will be 
available through Cardiac Recorders, Ltd, Weymouth Street, 
London, W 1 

Guys Hospital ^5°^^ 

London S E 1 M B , B SC Cape Totvn, F R c S 


Reviews of Books 


Medical and Dental Aspects of Fluoridation 

W A Canxell, mrcs,dph,i-ds London Lewis 1960 
Pp 125 I5s 

Most of the growmg literature of fluondation and fluorme 
IS scattered m various journals A great deal of the research has 
been done m the Umted States, and the few books that have 
appeared smce Roholm’s classic text m 1937 have been pub¬ 
lished there A British survey of the present state of knowledge 
IS welcome, and Dr Cannell gives a concise and readable 
summary, with an account of some important ongmal work on 
the effect of trace elements 

It IS a rehef to find a book that deliberately does not discuss 
the various fluoridauon tnals m the Umted States So much 
has been written about them and their real and alleged short- 
cottungs that there is a risk of losing sight of one of the funda¬ 
mental issues—the physiological and biochemical effects of 
fluondes Too htde is generally known about the systemic 
effects of fluorides, and Dr Cannell’s book should go a long 
way towards dispellmg this ignorance, especially among the 
opponents of fluoridaaon 

The chapters on the pharmacology of the fluondes and on 
the calcificauon of skeletal and dental tissues are particularly 
good Speculation is kept to a minimum, and the facts are 
presented fairly, and without bias Not everyone will agree 
with Dr Carmell m his excursion mto the field of logical 
causality (p 69), but the inescapabihty of fluorides renders his 
argument an attiacave one 

The final chapter, on the pubhc-health aspects, puts forward 
a well-reasoned case for the fluoridauon of water-supphes 
Other possible means of admimstrauon are discussed m the 
light of recent research The bibliography is comprehensive 
2 nd up to date, though there is no reference to Mackenzie’s 
extensive review' 

This IS probably one of the best accounts of fluorides and 
their effects that has been pubhshed for some time 

Pathology of Infancy and Childhood 

Agnes R Macgregor, md, frcpe, frcog, reader in 
pathology, Edinburgh Umversity Edinburgh and London 
E & S Livmgstone 1960 Pp 631 75j 
A VOLUME concerned entirely with ptediatric pathology has 
been urgently needed by many pathologists, and the gap has 
been partly filled by this book in which Dr Macgregor mcor- 
porates the experience of her many years as an authority on 
this subject It is a simple book it makes no pretension to bemg 
a work of reference for padiatric pathologists, but has been 
designed for the pathologist whose mam work and mterests 
are with older patients Most conditions which he is likely 
to meet are considered adequately, with proper regard for their 
relauve importance and mcidence Bearmg in mind that the 
Sreat majority of necropsies are on infants dymg in the peri¬ 
natal period, notes on necropsy techmque and detailed prac- 
tical accounts of permatal conditions are included Many 

1 Mackenzie E F W Lancet, 1952 i 961 


facts in this part of the book rarely appear m prmt and are 
usually appreciated only after considerable experience The 
secuon dealmg with developmental anomahes could have been 
fortified by the mclusion of notes on embryology, supported 
by diagrams Smce many hospitals have cardiothoracic umts, 
and deaths from cardiovascular anomahes often form a big part 
of psdiatric necropsy work, the account of these anomahes 
may be too superficial Although the photographs of speci¬ 
mens of malformed hearts are generally self-explanatory, a few 
diagrams would have enhanced clarity A lack of umformity 
between different secuons of the book is mainly due to the 
omission of condiuons which are not peculiar to infants or 
children, or which are well desenbed m standard textbooks of 
pathology But a few relatively important diseases are treated 
rather briefly, and many less common ccmdiuons are not 
menaoned even by reference to the literat^r} Although the 
references are well chosen and up to date, the^oibhography will 
be little help to the pathologist faced with an’^unusual case 

This book will be paracularly useful'^to those embarkmg 
upon a career m pathology or pmdiatrics Its value to the estab- 
hshed pathologist is limited, but it will be enjoyed bv those who 
appreciate the signs of the author’s wide experience 

The Chemical Senses m Health and Disease 

H Kalmus, sc d , M D, reader in biology. University of 
London, S J Hubbard, b sc , ph D , lecturer in physiology. 
University College, London Sprmgfield, Ill Charles C 
Thomas Oxford Blackwell Scientific Publications 1960 
Pp 95 30i 

No disciple of Brillat-Savarm needs to be remmded of the 
importance of the chemical senses—concerned as they are with 
taste and smell But many may be surpnsed at the complexity 
of the physiological processes subservmg the art of trans¬ 
cendental gastronomy Who would have suspected, for 
mstance, that over 60 volaule substances contribute to the 
aroma of coffee ’ This suggests almost endless permutauon of 
naturally occurrmg odours and many lands of odour-receptors 
On the other hand, only four basic tastes—sour, salt, sweet, and 
bitter—are firmly estabhshed The interplay of taste and 
smell, the importance of these chemical senses in behaviour 
both m animals and man, some curious and mteresong 
geneucal vanaaons m both senses, and hnes of future research 
and their pracacal importance are all discussed m this book 
The psychological aspects—some ways the most fascinatmg 
of any—are also briefly menuoned The book is short and well 
worth the attenuon of physiologist and chmcian It is a pity 
the price is so high 

The Early History of Surgery 

W I Bishop, editor. Medical History London Robert Hale 
1960 Pp 192 18s 

At a time when road travel is becommg mcreasmgly danger¬ 
ous, It IS good to discover that some at least of its former 
hazards have been mitigated Richard Wiseman, writmg in 
1676, described the nusadventure which befell “ a gentleman 
of about thirty years of age, who was commg out of Hertford¬ 
shire through Tottenham and ridmg upon the causeway near 
an inn when, one emptying a chamber pot out of the svmdow 
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defiaency are equally liable to develop advanced megalo- 
blasac ansmia A study of the blood-group distribution 
of patients with megaloblastic anaimia of pregnancy has 
shown that cases with a grade-3 type of marroWj m which 
the classical Ehrhch type of megaloblasts are encountered, 
probably represent a speaal group which appears to be 
genetically determined 

The blood-group distribution of 175 patients with megalo¬ 
blastic anaimia of pregnancy was compared with that of 3500 
routme antenatal cases m the same distncf As seen m table i, 
the only deviation from the norm is an mcrease m the mcidence 
of blood-group A in pauents ivith megaloblasuc anxmia, but 
this is less than the group A preponderance reported in 
addisoman anaimia “ 


TABLE I— BLOOD-GROUP DISTRIBUTION IN MEGALOBLASTIC ANIEAUA 
OF PREGNANCy 


Blood 

group 

Routine antenatal 
(3500 cases) 

Megaloblastic aniemia of pregnancy 

All grades 
(175 cases) 

grade 3 
(77 cases) 

grade 2 
(59 cases) 

grade 1 
(39 cases) 

O 

46% 

43% 

34% 

48% 

56% 

A 

42% 

50% 

60% 

46% 

36% 

B 

9% 

5% 

5% 

3% 

5% 

AB 

3% 

2 % 

1 % 

3% 

3% 


VThen, however, cases of megaloblastic anaemia of pregnancy 
were classified according to their htematological grade (from 
1 to 3), and the blood-group distnbuuon calculated separately 
for each grade, it became obvious that there was only one 
category with a defimte group-A preponderance—namely, 
grade 3—composed of those cases m which the marrow most 
closely resembles that of addisoman anasmia Table i shows 
that the mcidence of blood-group A m 77 cases m category 
3 IS 60%, compared with a proportion of 42% in the controls 
As seen m table n, this difference is statisucally significant 
(p < 0 01) On the other hand, the group-A incidence m those 
pauents who were classified in grades 1 and 2 is 42%, which 
closely approaches the normal distnbuuon 


TABLE II—INCIDENCE OF GROUP-A IN MEGALOBLASTIC ANIEMIA OF 
PREGNANCY 


Aiegaloblastic anemia 

Number 

Group A 



of pregnancy 

of cases 

incidence 



AU grades 

175 

50% 

4 18 

<0 05 

Grade 3 

77 

60% 

9 16 

<0 02 


59 

46°o 

0 30 

>05 

Grade 1 

39 

36% 

0 43 

>05 

Grade, 1 and 2 

98 

42% 

0 04 

>05 

Controls 

3500 

42% 



Analysis of clmical and hxmatological findmgs in women wnth 
the vanous grades of megaloblasuc anxmia shows that grade-3 
cases tend to present with more severe anxmia, higher scrum- 
iron leiels, and usually show a greater reuculocyte response to 
fohc-aad therapy In other respects, pauents in the various 
categories do not appear to differ Their age-disuibution is simi¬ 
lar and the mcidence of achlorhydria is approximately the same 
A history of an inadequate diet in pregnancy appears with 
equal frequency m all categones, and the previous admmistra- 
tion of iron does not seem to affect the marrow-picture 
Gastromtesuml symptoms, especially anorexia and ulccrauon 
of the moutli, occur equally often with lesser degrees of 
megaloblastosis 

It would obviously be premature to draw defimte con¬ 
clusions from the blood-group distnbuuon in a single 
senes of cases from one district These findings suggest, 
however, that while fohc-aad defiaency, with or without 
megaloblasuc changes in the marrow, is a frequent occur¬ 
rence in late pregnancy, pauents with advanced mcgalo- 
blasuc anxmia consutute a speaal group m which there is 

~ 15 Fraw Robert, J A Bnr r-rJ Bull WSV IS, 129 


an inherited predisposiuon to the disease The report by 
Giles and Burton “ of 13 out of 41 cases of megaloblasuc 
anasmia of pregnancy, with evidence of dimmished fat 
absorpuon, has already pomted to a consutuUonal factor 
in the ffiUology of the disease It is perhaps sigmficant 
that a grade-3 type of marrow was found m 10 of these 13 
cases 

My thanU are due to Mr A H Iliffe, of the University College 
of North Staffordshire, for the statistical analysis, to Dr R B 
McConnell for his helpful advice, to Dr A J McCall for his help 
and encouragement, and to the research fund of the Birmingham 
Regional Hospital Board for its assistance 

City General Hospital, ^ GILES 

Stoke-on-Trent At D , B SC Mane 


New Inventions 


A HEART-LUNG MACHINE FOR INFANTS AND 
YOUNG CHILDREN 

Most heart-lung machmes are designed for pauents of 3 to 
5 years and over Moreover, parucular attenuon has been 
direaed towards apparams capable of mamtaming the circula- 
uon m full-sized adults A number of congemtal defects arc 
responsible for death within the first year of life *, but existing 
machines, with their relauvely large pnmmg volume, arc not 
readily adaptable to the low flows and blood-volumes in this 
age-group 

The following heart-lung circuit has been designed to provide 
flows up to 1 2 htres per mm, with a prmung volume of 
500-750 ml 
Apparatus 

Basically this is a scaled-down version of the model in current 
chmeal use " The oxygenator is of the rotaung disc variety, 
and a heat-exchanger is included m the circuit The apparatus 
is enurely self-contamed, bemg provided with its own source 
of heatmg and coolmg fluids (see figure) 

Two complete oxygenators are available (22 and 34 cm 
long) The smaller provides for flows up to 700 ml per nun, 
and the larger for flows up to 1200 ml per mm The discs arc 
of stainless steel, 7 8 cm in diameter and spaced 4 mm apart 
Spacmg of the iscs at less than 4 mm causes foaming No 
silicone or anu-foam is reqmrcd m the oxygenator The 
rotauon speed of the discs is 120 r p m 

1 Bonham Carter, R E , Waicrsion, D J Bru Heart J 1957, 19, 589 

2 Ross, D N Bru med J I960, u, 571 



Circuit cUoBrnm of the doroplele opparotu, ihowlnit the h> polherrola 
unit below 
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Cooling and rewamung is b\ means of a heat-exchanger 
constructed from stainless steel A filter and bubble trap 
are mcorporated m the arterial outflow hne. Two sucker hnes 
are provided which dehver their blood on to five perforated 
plates hghtlv coated \nth anu-foam The output of the arterial 
pump and of the pump controlhng the suction hnes can be 
varied bv tn o simple hand controls The apparatus and tubmg 
m contact with blood is stenhsed m ethylene oxide for 24 
hours before use 

The hvpothemuc and heanng eqmpment is contained vnrhm 
a low troUev which acts as a mount for the heart-lung machme 
In this wav the apparatus, while remaining compact is ennrelv 
self-contamed The cold source is supphed with a mixture 


of ice and water kept m a lagged 2 gal tank, and hot water is 
kept thermostancally controlled at about 40 C m a separate tank. 

Application 

The apparatus has been used in twenty-five dog expen- 
ments In addition, four children have been operated on, 
with one death In use the machme requires very httle adjust¬ 
ment, the runnmg bemg m the hands of one techmaan 

The apparatus has been constructed for me b\ Mr A F Turner 
in the Guj s Hospital Afedical School workshop, and it will be 
available through Cardiac Recorders, Ltd, tVevmouth Street, 
London, tT 1 

Gui-’s Hospital D N Ross 

Loudon S E.1 w B , B SC Cane Town, F R c s 


ReATcws of Books 


Medical and Dental Aspects of Fluoridatioa 

VT A. CsyvEi.t, M.E.c,s , D pm , i_d s London Lewis 1960 
Pp 125 I5t 

Most of the growing hterature of fluondanon and fiuorme 
IS scattered m vanous journals A great deal of the research has 
been done m the Umted States, and the few books that have 
appeared smce Roholm’s classic text m 1937 have been pub¬ 
lished there A Bnnsh suit ey of the present state of knowledge 
IS welcome, and Dr Cannell gnes a concise and readable 
summarv, with an account of some important ongmal work on 
the efiea of trace elements 

It IS a rehef to find a book that deliberateh does not discuss 
the vanous fluondation mals m the Umted States So much 
has been written about them and their real and alleged short- 
I commgs that there is a risk of losmg sight of one of the funda¬ 
mental issues—the phi siological and biochemical efiects of 
fluondes Too htde is generaUi known about the svstemic 
effects of fluondes, and Dr Cannell’s book should go a long 
vray towards dispelhng this ignorance, espeaally among the 
I Opponents of fluondanon 

The chapters on the pharmacologv of the fluondes and on 
the calaficanon of skeletal and dental ussues are pamcularlv 
good Speculanon is kept to a minimum, and the facts are 
presented fairlv, and wrthout bias Not eiervone will agree 
With Dr Cannell in his excursion mto the field of logical 
' causahtv (p 69), but the mescapabihtv of fluondes renders his 
argument an atn active one 

' The final chapter, on the pubhc-health aspects, puts forward 

a well-reasoned case for the fluondanon of water-supphes 
Other possible means of admmistranon are discussed m the 
hght of recent research The bibhography is comprehensive 
and Up to date, though there is no reference to Alackenzie s 
extensive review i 

This IS probably one of the best accounts of fluondes and 
their effects that has been published for some time, 

Tathologv of Infancy and Childhood 

Agxes R, AiACGKEGOR, MJ), F R-C-Pi, F B.C.O G , reader in 
pathologv, Edmburgh Umvemtv Edinburgh and Loudon 
E &. S Livingstone 1960 Pp 631 75i 
A VOLUME concerned ennrelv with p^diatnc pathologv has 
been urgentlv needed by mans pathologists, and the gap has 
partlv filled by this book m which Dr Alacgregor mcor- 
Porates the expenence of her manv vears as an authontv on 
this subject. It is a simple book it makes no pretension to bemg 
2 work of reference for ptediatnc pathologists, but has been 
designed for the pathologist whose mam work and mterests 
2 re With older panents Alost condinons which he is hkelv 
to meet are considered adequately, with proper regard for their 
relanve importance and mcidence Bearmg m mmd that the 
great majontv of necropsies are on infants dvmg m the pen- 
naial period, notes on necropst techmque and detailed prac- 
^ ucal accounts of pennatal condinons are mcluded Alanv 

1 Mackenzie, E. F W Lnr e 1952 i, 961 


facts m this part of the book rarelv appear m pnnt and are 
usually appreoated onlv after considerable expenence The 
section deahng with de\ elopmental anomahes could have been 
fortified by the mdusion of notes on embnologv, supported 
by diagrams Smce manv hospitals has e cardiothoraac umts, 
and deaths from cardiosascular anomahes often form a big part 
of p$diatnc necropss work, the account of these anomahes 
mav be too superficial Although the photographs of speci¬ 
mens of malformed hearts are generalls self-explanatory, a few 
diagrams would have enhanced clanrv A lack of uniformitv 
between different secDons of the book is mainlv due to the 
omission of conditions which are not pecuhar to infants or 
children, or which are well described m standard textbooks of 
pathologv But a few relativ elv important diseases are treated 
rather briefly, and many less common conditions are not 
mentioned even by reference to the hteratiirt Although the 
references are well chosen and up to date, tbehibhographv will 
be httle help to the pathologist faced with an^unusual case 

This book wiU be pamcularlv usefulTo those embarkmg 
upon a career m pathologv or pacdiatncs Its value to the estab- 
hshed pathologist is limited, but it will be enjoved bv those who 
appreciate the signs of the author s wide expenence 

The Chemical Senses m Health and Disease 

H Kalmus, sc d , Mji , reader m biology, Umv ersitv of 
London, S J Hubbard, bsc, phj> , lecturer in physiology. 
University College, London Springfield, Ill Charles C 
Thomas Oxford Blackwell Scientific Pubheanons 1960 
Pp 95 30r 

No disaple of Bnllat-Savaiin needs to be remmded of the 
importance of the chemical senses—concerned as thev are with 
taste and smell But manv mav be suipnsed at the complexity 
of the physiological processes subservmg the art of trans¬ 
cendental gastronomy \i'ho would have suspected, for 
instance, that over 60 volatile substances contribute to the 
aroma of coffee^ This suggests almost endless permutation of 
naturally occurring odours and manv kmds of odour-receptors 
On the other hand, onlv four basic tastes—sour, salt, sweet, and 
bitter—are finnlv established The mterplay of taste and 
smell, the importance of these chemical senses m behaviour 
both in ani m als and man, some cunous and mterestmg 
genencal v ananons m both senses, and hnes of future research 
and their pracncal importance are all discussed m this book 
The psychological aspects—^m some ways the most fascinatmg 
of any—are also briefly mennoned The book is short and well 
worth the anenuon of physiologist and cliniaan It is a pitv 
the puce is so high. 

The Early History of Surgery 

I Bishop, editor, Mtd cal History London Robert Hale 
1960 Pp 192 18r 

At a time when road tiav el is becommg mcreasmglv danger¬ 
ous, It is good to discover that some at least of its former 
hazards have been mitigated Richard Wiseman, wntmg m 
1676, described the misadventure which befell “ a gentleman 
of about thirty years of age, who was commg out of Hertford¬ 
shire through Totten h a m and tiding upon the causewav near 
an inn when, one emptvmg a chamber pot out of the wmdovv 
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as he was passing bj, his horse started and rushed violently 
between a signpost and a tree which supported part of the sign 
The poor gentleman was beaten off his horse and lay stunned 
upon the ground ” This case, and Wiseman’s successful 
management of it, is one of the many which Mr Bishop uses 
to illustrate the evolunon of surgery His book is happily 
wntten m a style easily mtelligible to the layman, yet technical 
enough to appeal to doctors as well, and, as might be expected 
from the author’s status as an antiquarian, it is distmguished 
by a meticulous attenuon to accuracy Even m such a matter 
as the emergency operation on Kmg Edward VII, it is noted 
that It was never officially stated whether or not an appendi- 
cectomy had been performed 

The Healthy Child 

ffis Physical, Psvchologtcal, and Social Development Editors 
Harold C Stuart, m d , emeritus professor of maternal and 
child health, Harvard Umversitj School of Public Health, 
Dane G Prugh, m d , associate professor of p-ediatrics and 
psjchiatry, University of Rochester School of Medicine and 
Dentistr> Cambridge, Mass Harvard University Press 
London O'rfbrd Univ ersity Press 1960 Pp 507 80i 
This book is tvritten for all who work professionally with 
children, whether in the areas of medicme, education, social 
work, public health, nutrition, nursmg, or psychology, and 
those who have contributed to it come from a correspondmgly 
wide range of disciplmes The emphasis is on “ healthy 
development ” and how it may best be protected or promoted 
The book presents m broad terms a picture of the child and his 
expected progress from conception to maturity It is concerned 
\vith him as an individual who is changing or developmg 
accordmg to natural laws and inborn potemiahues It deals 
with the major aspeas of his physical development and also 
with his psychosocial development and the factors which favour 
mental health Among its many interesung chapters is one on 
cmouonal changes m pregnancy Emphasismg throughout the 
wide range of normal, the book is a valuable contnbution to the 
increasing literature on the important subject of normahty 

Life’s Long Journey 

Kenneth Walker, f b c s London Victor GoUanez 1960 
Pp 191 21i 

Mr Kenneth Walker tvntes, for the general public, to 
discount excessive claims for the material sciences m general, 
and in particular the supposition that natural selecaon suffi¬ 
ciently cxplams the course of human evoluuon and that scien¬ 
tific control could or should direct its future course, if any 
In the earher chapters he seems to postulate “ life ” as a 
forward-looking entity planmng its own development, but 
throughout the book “ Nature ”, svithout invened commas, 
appears as experimenter and giver or withholder of gifts, and 
It IS not at all clear whom or what he regards as the ‘‘ eternal 
moier ”, though he makes a firm claim for the life spiritual 
and the reahty of mysucal experience 

Like some others, Mr Walker regards the present popula¬ 
tion explosion as more dangerous to humamty than the atom 
bomb and fears our despairmg recourse to Commumst 
tcrmitism He is surely unjust to Ecclesiastes (“ cast thy bread 
upon the waters ”) in ascnbmg to him and not to Proverbs the 
adnee to look to the ant for exemplar, but that, in the present 
human predicament, the termitary is terrifymg to contemplate 
IS sure enough 

No Crying in this Cradle 

The Expeetan and Nursing Mother s Bedside Book Elizabeth 
G Morrison, srn,scm,mts, Joan Goldman Lxindon 
Emest Bcnn 1960 Pp 159 15i 
Elizabeth Momson has had a vast experience of rcadmg 
and answenng letters from mothers because for thirty years 
she has run the correspondence columns m Nursery World 
But one wxinders just how much practical cxpcnence she has 
had, and how rccendy Some of the adnee she giscs is out¬ 
dated—eg, “it IS adsisablc to go specially easy on meat m 


the last month or tw o of pregnancy ” There seems little point 
m advismg an expectant mother not to cat mixed grill and 
telhng her that it won’t moke her or the baby “ feel too good ” 
The book says that eiderdowns for babies “ought to be forbidden 
by an Act of Parliament ”, not because they may smother the 
baby, but because “ notlimg more effecuve exists to make the 
baby sweat ” Most of the book is an mvectn c in favour of 
breast-feeding But the reasons why babies should be breast¬ 
fed whenever possible are poorly argued and unconvincing 
It is true that some doctors do not know much about normal 
babies, but it is doubtful whether many are as woefully 
Ignorant as this book suggests Doubtless dissatisfied patients 
wnte in sorrow and anger to the magazmes, and Sister Mornson 
must receive many such letters But to describe the doaor and 
baby dime as “ statistics-ridden prophets ” who “ yell the 
roof off with their denunciations ” seems to be going rather far 

Nevertheless, the book contains a good deal of sensible, 
practical advice of the kmd that is being given daily by good 
doctors and nurses up and down the country 

Clinical Bacteriology (2nd ed London Edward Arnold 
1960 Pp 309 30s ) —The duties of the bacteriologist in a 
hospital are to isolate pathogemc bacteria, to decide from 
collateral evidence and probability that these have some con- 
necuon with the patient’s illness, and—a recent development— 
to give gmdance on the treatment of die infection to those 
responsible for the pauent The idenuty of the orgamsm is not 
vasdy important (except to the epidemiologist) but custom at 
least demands that this shall be reported as accurately as 
possible It IS this academic pride in gomg beyond the bare 
diagnosis and treatment which distinguishes the medical 
baaeriologist from the techmcian When Dr Joan Stokes’ 
book first appeared it was the best benchbook for the medical 
bacteriologist which had been published and it remains so 
today The academic background (for which she sull apolo¬ 
gises) converts what might have been a mere cookery book 
into a readable and reliable guide to work at the bench The 
changes in this second edition add some new methods and take 
account of some recent advances in knowledge, but as before 
It IS clear that all the recommendations arc made m the hght of 
personal experience 

Demonstrations of Physical Signs m Climcal Surgery 
(13th cd Bristol John Wright 1960 Pp 928 75i)—In 
1927 medical illustration was just emerging from the era of 
line drawings Some textbooks contained a few photographs, 
but they were often reproduced in poorly contrasting shades of 
grey, and the technique of colour printing was in its infancy 
When, therefore, in that year, the first edition of this book 
appeared, with its clear and vivid illustrations, students were 
quick to appreciate the efforts that Mr Hamilton Bailey and 
his publishers had made on their behalf It comes as no 
surprise to Icam that, of the English editions alone, 177,000 
copies have now been sold The latest edition contains more 
than four times as many pages and illustrations as the first, 
and if this growth-rate is mamtained the twenty-fifth edition 
may well include an illustration of the typical lesion the 
volume produces by resting on the reader’s knees Many 
pictures have been furnished by distinguished clinicians, some 
of whom would no doubt acknowledge that they were helped 
to their first academic successes by the very work to which they 
have now contributed 

Principles of Orthopaedic Surgery (London J & A 
Churchill 1960 Pp 799 150r)—Dr Paul Z Colonna 
earlier pubhshed a book based on lus lectures and teaching- 
rounds at the Umversitj of Pennsylvania This volume is an 
expanded form (a notable difference is the increased space 
devoted to traumauc lesions) but has m common with the 
earlier one a stjlc of wTiung and prmtmg that makes for casj 
rcadmg even over long periods A few of the radiographs arc 
not adequately reproduced, but the \\orh is one of the \cr> icv> 
which can be freely quoted on either side of the Atlantic 
without modification and with equal authontj 
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Malaria Research 

Laveran discovered the malana parasite m 
1880 he opened the flood gates to a torrent of research 
which, despite ebbs and flows, todav runs as strongly 
as ever It seemed at various tunes that the problems of 
malana had been finall y solved at the end of the centur\ 
when the mechanism of transmission through mos¬ 
quitoes was worked out, the way seemed open (or so at 
least Ross thought) for the control and abohoon of the 
disease, m the years between the wars, and later, a 
range of drugs was synthesised which seemed to offer 
the perfect therapy, then the researches on the eso- 
erythrocvnc cjcle ^m 1936 onwards had apparently 
filled the last gap m our knowledge of the life-cycle of 
the parasite, while the discovery of dicophane (d d T ) 
and other residual msecuades was thought to have 
provided the final answer to the problem of mosquito 
eradicanoiL And today, although we may feel that the 
end is m sight, this impression may be as false as any 
s imilar one expressed earlier m the century 
The study of malana miolves so many disaplmes 
that a speaal composite saence—^malanology—^mevit- 
ably developed, with its own institutes, journals, 
techmques, jargon, and speaaUy its cadre of mter- 
nanon^ workers who have devoted their hies to this 
fascmatmg borde rlin e of research The malanolopst 
must be prepared to dabble m entomology and proto¬ 
zoology, m cluneal medicme, m chemotherapy and 
biochemistry, m statistics and geneucs, even m such 
imcongemal subjects as engmeenng, a dmini stration, 
and soaology An issue of the Bulletm of the World 
Health Orgamsatwn ^ illustrates something of this range. 
It mdudes a paper bj Sir Gordon Covell (who has 
been awarded the Walter Reed medal for services to 
tropical medicme) on the potenual danger of apyrexial 
earners of m alana m consututmg an unobvious 
reservoir of infection durmg eradication campaigns, 
an account by A. S Alving (Chicago) of a new 
method of admmistenng pnmaqume (the drug which 
destroys the exo-eiythrocync stages of the malana 
parasite and prevents relapses) by reduemg the toxiaty 
of this mvaluable drug, a complete analysis by L T 
Bruce-Chwatt and C Gockel, of W H.0, of the 
results of preapitm tests (earned out by B Weitz, of the 
Lister Insutute) of the stomach contents of anophelme 
mosquitoes, which showed that 48 out of 51 speaes fed 
to a greater or lesser extent on human blood, and 


other papers d ealin g vnth the action of dicophane and 
other residual msecnades R C Mdirhead-Thomsox, 
and G Sacca and Y Gui show how mosquitoes 
alter their habits after long exposure to dicophane— 
the so-called “ behaviounsnc resistance ” The Colomal 
Pesuades Research Umt at Arusha suggests that the 
addition of a resm (ceredor) to gamma benzene hexa- 
chlonde has provided the ideal msecnade for malana 
control 

Current research m malanologv is as eclectic as ever 
Fundamental studies on the hfe-cyde of the parasite 
have been facihtated by usmg chimpanzees instead of 
volunteers, and Brat = m Libena, after finding that the 
hver of this ape is as susceptible as that of man to 
Plasmodtitm vtvax, ovale, and falapanim, successfully 
demonstrated for the first tune the tissue stages of the 
quartan parasite (P malanee) by this techmque There 
has been much controv ersy ov er the nature of nuclear 
division m malana parasites, but Bano^ has clearly 
demonstrated that the first division of the nucleus of the 
oocyst is rneionc, and that subsequent ones are mitonc, 
with a charactenstic number of chromosomes m each 
of the seven speaes of plasmodia she studied The 
proteenve action of sickle-cell hsmoglobm agamst 
P falapantm was demonstrated by Allison ^ and other 
workers m 1954 and later More recently Gelles et al ® 
have suggested that the possession of another hereditary 
trait—glucosfc-6-phosphate-dehydrogenase defiaency m 
red blood-cells—also has an inhibitory effect on the 
parasite. 

Research on resistance has made much progress m 
the past few years In Algiers, Sergent and PoxcET ® 
studied the development of resistance agamst chloro- 
qume by P herghet m rats and mice, and mtroduced the 
term “ mithndausm ” for this feature The work of 
Bishop ' at the Molteno Institute went deeper and 
mdicates that the resistance may have a mutauonal 
ongm and be concerned with the metabohsm of 
p-ammobenzoic aad and fohe aad The resistance of 
several speaes of mosquitoes to msecnades presents 
a bafflmg problem m the eradicanon programme, and 
the geneUc nature of this phenomenon has been shown 
at the Ross Insntute, where Davidson and Jackson ® 
demonstrated that resistance was of two mdependent 
types—^to dicophane and diddrm respectively, ansmg 
fiom smgle geneuc faaors, recessive m the former and 
senudommant m the latter, and applying to speaes of 
anophelme mosquitoes from as far apart as Africa, 
Indonesia, Iraq, and Central America This work has 
been confirmed to some extent by the cytological studies 
of Frizzi and others ® m Pavia, they have described m 
great detail the chromosome pattern of sev eral speaes of 
mosqmtoes, mdudmg susceptible and resistant forms 
These profound laboratory mvesnganons stemmed 

2 B-33-,R.S Bn: rutLJ 1959 n 679 

3 Hano L. 1950 49 559 

4 AUi-ca A-C. Bnt ri£ d,J 1954 j,290 

5 ■^£tson-.'^riIL2in5, J , Taylo- B S Aers:-?, Lcrd. 1960, 

6 Sergtnt, 'E. Poacc* A. ArJ' In,: Pi^:aa‘Alrine 1959 37,227 

t B^op, ^ 1959 34, i-xS 
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directly from observations made in the field in Sokotu, 
Northern Nigeria, where RamaKrishnan and Elliott 
nouced the sudden resistance to dieldrin of Atiopheks 
gambice This is a good example of “ incidental 
research”, which has been a feature of malanology 
throughout its history 

Animal malaria, which has excited interest from 
the earliest days, has attracted fresh attention through 
the discovery “ m the U S A that a strain of monkey 
malaria, isolated in London, readily infects man The 
parasite was named after G Bastianelli, the last of the 
great band of Itahan malariologists, who died last year 
at the age of 96 This orgamsm was being studied in 
three laboratories in the USA, and, in all three, 
accidental infections occurred through the bites of 
infected mosquitoes The disease proved to be rmld, and 
chmcally and parasitologically resembled benign tertian 
malaria Subsequently G R Coatney, D E Eyles, 
M E Getz, and H K Beye transmitted the infection 
back to monkeys and to volunteers, both by mosquitoes 
and by inoculation of blood contaimng parasites It 
was at once reahsed that here at last was direct evidence 
that monkeys might act as a reservoir of malaria in 
Nature, and that this infecuon might constitute a 
zoonosis Previously it had been well estabhshed 
that another monkey parasite— P knowicst —could easily 
affect man m its blood form, but mosquito transmission 
of this parasite to man has not yet been achieved, other 
simian parasites, such as P malartce of chimpanzees and 
P hylohau of gibbons, are also suspected but not 
proved to be zoonoses P cynomoJgt basttaiielln (as this 
latest parasite is called) origmated from a crab-eating 
monkey (Macaca trus) captured in Pahang, and the next 
stage of the research will be to discover first how many 
(if any) of the local inhabitants of this forested region 
are infected with the parasite, and secondly how widely 
It IS distributed in the East Indies, Thailand, and the 
Tar East With such a monkey reservoir of malaria, 
eradication may be an even more difficult undertaking 
than It seems at present, but, until the situanon has been 
mvesugated fully, the extent of the danger cannot be 
assessed It may even be found that the parasite docs 
not exist m Nature, but was the result of one of the 
flagrantly unnatural processes to which the parent strain 
had been subjected it was originally contarmnated in 
both sexual and asexual forms with P knowicst it was 
flown across the Atlantic in iced blood, and it was 
maintained in a vanety of exotic mosquitoes very 
different from its original insect vector 

If malaria is to be eradicated from the world, these 
and other problems will have to be solved Even tlien 
the subject of malanology will not be cxonguishcd, 
because much remains unknown about the malaria of 
hzards and birds, rats and lemurs, and bats and ante¬ 
lopes, and, though their parasites do not appear to 
affca man, the zoologist will be impelled to investigate 
them further, with thar attendant insect hosts 

10 niliott R Ramakruhnan \ S^turt Lend 1956 177 532 

11 r\Ici D L Ccatnc> G R Getz M V Scunce 1960 131 1812 

12 Ciuca M Lditura Ac,2d Re*' rep Rcrntnt 1955 

13 Hav^Vant: F McIIanbj H TcriT R J i Webber, VT A F Trans R 
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The Mongol Chromosome and Some Others 

The spate of new observaaons on human chromosome 
anomalies continues, and it seems worth followang our 
recent attempt to survey the X chromosome disorders > 
with a similar account of one of the autosomes 

Anomalies of the “ mongol ” chromosome (no 21 
on the Denver system") have been most studied 
indeed, apart from the sex chromosomes, this is the 
only one that can yet be associated in arty but tlie most 
tentative way with a defimte clinical syndrome Classical 
mongolism has now been shown beyond dispute to be 
caused by an extra chromosome, no 21 “ Caused 

by ”, we would repeat though we do not know how the 
effect IS produced, the relauon is too strong to shelter 
behind the circumlocutory hedging implicit in tlie words 
“ associated with ” The production of “ trisomy ” of 
this kind, with three apparently normal chromosomes 
instead of the normal pair, by the process of non- 
disjuncDon during formauon of the gamete, the effea 
of age on the incidence of non-diSjunction, and the 
consequent explanation of the influence of maternal age 
on the incidence of mongolism are now famihar themes 
Interest is concentrating on certain cases m which the 
effect of trisomy-21 is produced by something other than 
the usual mechamsm Such cases have been sought 
where youth of the mother, or (more certainly) evidence 
of familial transmission, has suggested that the ordinary 
non-disjuncDon mechamsm has not been at work The 
first of these was reported by Polani et al “ earlier this 
year A mongol girl, one of a number examined because 
their mothers were much youhger than usual at the 
time of their birth, was found to have the normal total 
number of 46 chromosomes One chromosome of the 
very characteristic medium-sized acrocentric group 
(nos 13-15, the “ wishbones ”) was missing, and 
instead there was an atypical larger chromosome 
Ingcmously and most plausibly, PolAni et al accounted 
for this by assuming tliat the patient had a third no 21 
present (thus accounting for her mongohsm) but tliat 
this had fused with the missing no 14 (or thereabouts) to 
give the abnormal larger chromosome (“ Fusion ” 
oversimplifies the process, which is probably one of 
translocation, with exchange of material bettveen two 
chromosomes if in this process a large fragment of one 
chromosome is exchanged for a small fragment of 
another, the result will be a large chromosome carrying 
most of the matcnal of both and a small one carrying 
much less When these arc separated in the process of 
gamete formauon, imbalance will clearly result) 

More recently Penrose et al ’’ have reported further 
“ translocauon ” mongols One was much like the first, 
except that the extra no 21 was apparently joined to 
no 22 inste ad of no 14 In addiuon, they reported a 

1 Lancet. July 23 1960 p 191 
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most remarkable family Tvro mongol sibs each had 
46 chromosomes, vnth the same 21/15 translocation- 
fusion to account for it In addinon, three normal 
female relatives were found to have 45 chromosomes 
only In them an essentially normal chromosome com¬ 
plement had apparently been affected by the “ fusion ” 
of one chromosome each from the pairs 15 and 21 In 
this family the translocation had obnouslv occurred at 
least m the great-grandparents The mere joiiung 
together of two chromosomes had no recognisable 
effect, but the tendency to imbalance dunng gamete 
formation mseparable from this fusion gav e nse to some 
oSspnng with too much chromosomal matenal, who 
were the mongols The importance of this form of 
transmission has been established bj the descnption 
of a very s imil ar but even larger family group b} Carter 
et al ® The mechamsm is fairly easy to follow from the 
diagram (fig 4) of Polaki et al ® 

Another remarkable family was reported bj Fraccaro 
et al ® Here the mongol patient had 46 chromosomes, 
and an abnormahty of the smaller chromosomes which 
was thought at fir^ to represent the ord inar y mongol 
tnsomy of no 21, with translocatory pseudo-fusion of 
two of the three to produce an abnormal smgle larger 
chromosome His father, who appeared perfecdy 
normal and is a minister of rehgion (and who may thus 
be the first escepnon to the rule that chromosomal 
anomahes and university d^ees are mcompanble) was 
found to hav e 47 chromosomes and to be tnsomic for 
no 19 The findin gs m this famil y admit of no simple 
explanation with our present knowledge, unless mdeed 
(as seems unlikely) the diagnosis of the child as a mongol 
is at fault. But clearly we must expect some strange 
findin gs from the systematic examin ation of famihal 
mongols There are rumours of yet other vanants on 
the way 

Anomahes of other chromosomes form a much more 
confiismg picture. Tnsomies of no 17 and of one of 
the 13-15 group ^ seem well estabhshed Tnsomy of 
no 22 is also not unlikely,^ though identification of the 
chromosome present is not very certam (might it even 
have been an extra Y '^) and its rdanon to the Sturge- 
Weber syndrome present cannot yet be accepted 
confident!} Tnsomy of no 11 and of no 6 have 
both been claim ed, but both cases had the double sex 
chromatm charactensnc of the XXX syndrome,^^^' 
and, as we ^ and others have already suggested for the 
first of theses these may well both be examples of the 
XXX sifTidrome with perhaps min or irregulanties of 
one of the X chromosomes concerned Multiple tn- 
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somies hav e also been reported,*^ ^ the most stnkmg 
bemg Fraccaro et al’s case^ with 49 chromosomes 
altogether (nos 8 and 11 tnsomic, plus XXY), and 
mdeed, except for the viabihty of the patients, ^ere is 
no thin g mcredible about this, for the conditions which 
cause non-dis)uncnon of one chromosome pair could 
qmte reasonably be supposed equally to affect others 
Perhaps the most nearl} mcredible of all the findings is 
the demonstration by Book and SaivTESSOn -- of tnsomy 
of ev ery chromosome pan, givmg a tnploid mdividual 
with 69 chromosomes 

It IS too early to hope to deapher the pattern which 
must he behmd the vaned climcal manifestations of 
these anomahes The sex-chromosome disorders present 
at least some trace of logic, and mongohsm, though we 
have no g limm er of hmt as to the mechamsm by which 
the chromosome defect produces its highl} specific 
effects, presents at least a consistent pattern Of the 
others hardlv any two cases are suffiaently ahke for 
conclusions to be possible It seems not unlikely that 
there will be found to be some non-specific tendency 
to congemtal anomahes related more to the amount 
than to the nature of the chromosomal anomaly (mental 
defect bemg the most constant element), and a first 
task will be the identification, behmd this screen, of 
more specific patterns related to disorders of mdividual 
chromosomes 

The demonstranon m viable children of tnploidy — 
or tnsomy of three large chromosomes at one end of 
the scale, and m normal mdivaduals of tnsomy ® or 
translocanons" ® at the other, shows that the human 
oigamsm is not as sensinve to such changes as was once 
supposed Ever} one of the twelve chromosome pairs 
of that old friend of the matena medica, Daticra 
stramomum,^ can exist m a tnsomic form, and every 
one has its charactensnc phenotype or, as one calls it m 
medicme^, its charactensnc chmi^ syndrome Perhaps 
we wiU soon recogmse equally charactensnc s}Tidromes 
for each of our own twenty-two autosome pairs 


Tumours of the Bladder 


In the past decade the causes, treatment, and pre- 
vennon of bladder tumours have aroused much mteresL 
Fasematmg quesnons surround the madence of this 
disease Why is it mcreasmg m yoimger males'^ Why 
IS It apparently commoner m towns than m the country ^ 
Why IS It rare m Japan and India ^ Now that p-naph- 
thylamme is no longer employed m the dye, chemical, 
or rubber mdustry, which mdusmes soil use caremogens 
such as benzidme ^ 

A possible cause of bladder tumours is the excrenon 
m the urme of an abnormal metabohte of tryptophane 
Some biochemists beheve that this metabohte is 
hydroxykynuremn, others that it is hydroxyanthranihe 
aad or an alhed compoimd These chemicals can be 
suppressed m at least three ways by admmistenng 
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pyridoTine, which alters tryptophane metabohsm, or by 
administering saccharolactone, which inhibits enzyme 
activity m the iirmej or by altering the unnary pH 
Whether it will be possible by chemical means to 
prevent so-called “ recurrmg ” tumours, which may, 
m fact, be new tumours due to the persistence of a 
carcmogemc stimulus, depends on whether the mucosal 
changes are reversible or whether, once the mucosa has 
been snmulated by a chemical carcmogen, neoplasia is 
mevitable even if the stimulus is removed Double- 
bhnd tnals now m hand may provide the answer 

In the treatment of the estabhshed case one adverse 
factor that can be attacked is delay Paoents often 
recogmse htematuna as a symptom of possibly grave 
significance But this view is not always shared by the 
patient’s doctor, who may treat pai^ess hsematuria, 
without associated frequency or pain, as a case of 
cysDtis, and when the bleedmg stops the patient and 
his relatives are lulled mto a false sense of security In 
hospital, too, the possible gravity of the cause of 
haimatuna is often not appreciated recendy a pauent 
with this symptom was given an appointment to be 
seen m the outpatient department three months later 
We accept pain in the nght ihac fossa as a matter of 
urgency Why cannot haimaturia be given similar 
pnonty ’ In cases of carcmoma of the bladder, when 
the delay between the onset of htematuna and treatment 
IS less than a month the 3-year-survival rate is 70 5%, 
but when the delay is 6 months the 3-year-survival rate 
drops to 36 8% ^ Quick and accurate diagnosis is pos¬ 
sible, and this is hkeher to improve the results than any 
changes m the techmques of radical surgery or 
radiotherapy 

In the past ten years surgery and radiotherapy have 
each held sway m turn Nowadays the limitations of 
surgery and the dangers of excessive radiotherapy are 
appreaated, the surgeon and radiotherapist work as a 
team, seemg, treaang, and following up each case 
together This makes for better results—for example, 
m cases treated surgically in which metastases develop 
and require irradiation, and in cases treated by radio¬ 
therapy in which surgery is needed for resultant 
comphcadODS 

Many factors, including the age and general condition 
of the patient, must be taken mto account in trcanng 
bladder tumours When the disease is locahsed and 
confined to the mucosa the choice hes between intensive 
diathermy (either cystoscopic or open) or some form 
of radiauon The comphcaoons of intracavitary radia¬ 
tion—contracted bladder, mucosal atrophy, and haimor- 
rhage—have led to its abandonment m such cases until 
better techniques can be evolved Diathermy—cither 
clcctrocoagulaQon or electroresection—is therefore the 
method of choice The skilled surgeon can deal with 
even large tumours bj this method, but this tcchmquc 
cannot be safelj left to a jimior For hrmted tumours 
infiltriting no farther than the muscle coat mtcrsutial 
irradiauon mav be apphed Formcrlj such tumours 

1 Rc'x't f o'n the Insutute cf Lro!o{r> ard Souihern Metropolitan Cancer 
Repjjir^ 


would have been treated by radon seeds, but nowadays 
amfiaally produced radioactive isotopes (gold or tanta¬ 
lum) are used This represents a technical improvement, 
for radioactive gold grams are smaller, safer, more 
accurately implanted, and obtainable in vanous strengths, 
while tantalum is relatively cheap, has a much longer 
half-hfe than gold, and can be kept at hand so that after 
cystoscopy the bladder can be opened, the tumour 
exased, and wire implanted at a smgle operation - 
The supervoltage radiotherapy beam, directed either 
from generators, such as a hnear accelerator or a 
Van de Graaf machine, or from amfiaally produced 
isotope bombs (telecobalt or telectesium umts), also 
has a place m treatment This therapy can render a 
bladder tumour-free, but sometimes it completely fails 
to affect the tumour Furthermore external radio¬ 
therapy m high dosage can produce radiauon damage to 
the pelvic contents, including loops of small intesune 
These risks, though small, must be weighed against 
the possibihty of cure and the chance of conserving a 
normally funcuomng bladder Using a hnear accelerator 
at 8 MeV Morrison ® found that with a tumour dose 
totalling 4500-5500 rads in 4 weeks, 31% of pauents 
had no tumour visible on follow-up cystoscopy There 
was a better response with the earlier tumours (mucosal 
tumours disappeared completely in 43%, and a further 
19% became appreciably smaller) but the more advanced 
tumours also regressed m many cases These results 
show that supervoltage therapy is an extremely potent 
weapon and should be considered before recourse to 
radical surgery 

Pamal cystectomy has tended to fall into disrepute, 
largely because it has been employed in the wrong type 
of case Magri'* has found that with smgle lesions, 
irrespective of the histological type (80% were solid 
anaplastic and infiltrating), where a clear margin of at 
least an inch was obtained there was a 71% 5-year- 
sumval rate Where, however, the fine of excision cut 
through the tumour or its submucous extensions there 
were no survivors after 5 years Partial cystectomy, 
though fairly easy, should be undertaken only after 
careful thought 

Radical surgery following radiotherapy is not difficult 
provided that irradiauon has not been apphed over too 
short a Ume to too large a volume of ussue or m 
excessive dosage Radical cystectomy involves the 
removal of all the pelvic contents except the rectum, 
and also the lymph-nodes along the iliac vessels 
Wallace- has found that this operauon, undertaken 
after radiotherapy, as the last weapon in the thera- 
peuuc armoury, cames a mortality of 21%, but that 
It can prolong life by 3 or more years m half the cases of 
mucosal tumours, a third of the cases m which muscle 
IS infiltrated, and a quarter of the cases in which the 
penv esical fat has been invaded 

The treatment of bladder cancer is sull far from 
sausfaaory, but much can be done with our prcseiU 
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resources to check the disease It is heartening to know 
that a subcommittee of the International Umon against 
Cancer has agreed on a provisional method of dassifymg 
and reporting cases, similar to that adopted for cancer 
of the breast ® If tins recommendanon is accepted the 
analysis of results should be greatly simplified 


Annotations 


POMP AND CIRCUMSTANCE 

The ceremomal ward round has long been a familiar 
feature of our teac hin g hospitals The Chief, surrounded 
bv acolytes and disaples, proceeds in pomp from bed to 
bed, pausmg now and then to correct a pomt of history, 
to confirm or den\ the physical findmgs, to discuss the 
differential diagnosis, or to pontificate on methods of 
treatment. Ward-clerks and dressers stand around, 
s hiftin g fixim foot to achmg foot, bored registrars con¬ 
verse m whispers, nurses tiptoe past with bedpans, 
patients he glum and silent while the Round drones on 
Is this the best way of teachmg “ bedside ” medicme 
and surgery ’ The O^ord Medical School Gazette ' think s 
not In a pungent editorial, enntled “ Is Your W.R 
Really Necessary ’ ”, the Gazette remmds us that such 
methods are firequently discourteous and mav sometimes 
harm patients There the patient hes, sometimes half- 
naked, a forgotten object while the discussion rages over 
his bed He is hstening, moreov er, with apprehension to 
the hst of alarming m\ esQgations proposed for him, to 
talk of fnghtful-soundmg diseases that he might have, 
sometimes to obvious differences of opimon about treat¬ 
ment The more mtelhgent and educated he is, the worse 
his ordeal, for the more hkely is he to glean from un¬ 
guarded remarks some of the grimmer truths about his 
illness and to penetrate the thm veil of medical euphem¬ 
isms It IS easy to forget that nowadays, thanks to tele¬ 
vision and other media of mass information, many patients 
hav e a smattermg of medical termmologv and j argon And 
even if the Round remov es itself a few beds awav to discuss 
prognosis, other patients have ears, and ward gossip 
spreads The phvsical suffenng imposed on ward-clerks 
by the penpatenc ward round is a less serious matter, but 
they TTiigh t hsten better and learn more if allowed to sit 
down comfortablv 

The O^ord Medical School Gazette suggests that all 
“ bedside ” teachmg should take place m a room adjacent 
to the ward, with chairs, blackboard, and X-ray screen, 
mto which patients can be brought when needed, or from 
which the Round can emerge for a brief visit to the bed¬ 
side This sensible idea has already been adopted by some 
teachmg hospitals We commend it to all Such an 
arrangement has the addinonal adv’antage of ensurmg that 
the formal “ round ” is recogmsed as purely for teachmg 
purposes, as it should be, and is not mixed up with the 
day-to-dav management of patients It is impossible to 
teach properlv on more than a few cases at a time Prac¬ 
tical therapv should be dealt with by the Chief later, when 
he goes round his beds pnv atelv with his jumor staff The 
traditional roy al progress from bed to bed, with a graaous 
greetmg and a few pearls of wisdom dropped at each one, 
mav aw e the impressionable but is not the best way either 
to teach clinical medicme or to cure panents 

6 See Lcr^tt 1959 u 95S 

7 Oxf n-ed Sch Gnz 1960 12 41 


NEONATAL RESPIRATORY DISTRESS 

Respiratory distress m the premature infant is a 
common cause of neonatal death Most of the affected 
infants have no evndence of congenital malformation or 
birth mjury, hence they should survive if the distress 
could be prev ented, and their recov erv' should be complete 
if It were more amenable to treatment The challenge to 
obstetnaans (for prevention of prematuntv is the best 
means of preventmg these deaths) and to p$diatnaans 
IS bemg met, and there is some encouragmg progress to 
report 

In the past, research mto respiratory^ distress has been 
largely' concerned with the pulmonary and circulatory' 
aspects ^ This has prov ed less enhghtenmg than was 
hoped, for the sUologv of pulmonary hv ahne membrane 
remains obscure,- and the reported disturbances m the 
mechamcs of breathmg do not add greatlv to our under- 
standmg, nor do thev suggest any sound altemativ'es to 
present methods of treatment based on the admmistranon 
of oxvgen and nursmg the infant m a humid atmosphere 

Interest has turned towards the biochemical changes 
assoaated with respuatory' distress, and this may well 
prove a more producuve approach The present position 
has been well summarised by James ’ Infants with bmh 
asphyxia or respiratory distress become severelv aadonc 
with hvperkalffiima, hypoglycaemia, and possiblv hypo- 
calcamia These changes are the expected consequence of 
anoxia and retention of carbon dioxide They may well be 
responsible for death, and treatment with glucose, 
bicarbonate, and insulin holds out some promise of 
success * 


The mamtenance of a stable blood hy drogen-ion 
concentration (pH) depends on the lungs and on the 
kidneys, and the newborn baby is umque m both pul¬ 
monary and renal functionSome of the pecuhannes 
of this period are now' bemg eluadated Helen Reardon 
and her colleagues ® have reported the results of a 
techmcally brilliant mvesnganon mto the chemical aspects 
of the control of respiration m the earlv newborn period 
They sampled blood not only from the umbihcal v essels 
at birth but also from the temporal artery at various 
periods afterwards They analv'sed the blood samples for 
plasma pH, CO, content, protem, O, content and capaatv, 
and hsmatocnt From these measurements the pCOj, 
buffer base, and oxygen saturation were calculated The 
results showed that the normal full-term infant is bom 
with mild aadosis which is of both metabohc and 
respiratory ongm This is presumablv due to an excess 
of fixed aads or deficiency of base which is uncompensated 
by hyperv ennlauon The nse m pCO, (respiratorv 
acidosis) suggests that the birth process not only prev ents 
compensanon of the metabohc aadosis but leads to 
impaired CO. ehmmanon Withm an hour of birth the 
respiratory component disappears owmg to the efficacv 
of pulmonary ventilation, but the metabohc aadosis 
(decrease m bicarbonate or other buffer amons) tends to 
mcrease There is thus a state of uncompensated meta¬ 
bohc aadosis Durmg the next few hours ventilation 
becomes effiaent enough to compensate for the metabohc 
aadosis, and m some infants there is endence of 
respiratory alkalosis Correcnon of, rather than com- 
pensauon for, the metabohc aadosis takes place m breast- 
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fed infants from the 4t]i day but is delayed m premature 
infants Reardon et al argue that plasma-pH is the main 
stimulus to respiration because, during the phase of 
compensaung metabohe acidosis, there is still mcreased 
respiratory drive m the presence of lowered pCO™ and 
plasma-pH 

McCance and Widdowson ’ have shown that the 
kidney of the newborn infant secretes an acid urme at 
birth and in the first 48 hours of life, the acidity is due 
not to acid phosphates but to a predommance of 
ammomum salts and orgamc aads, and Zweymuller ® has 
identified some of these as emanating from the atric-aad 
cycle Probably, therefore, the newborn mfant depends 
greatly on pulmonary function for the maintenance of 
acid-base balance, when this function fails the metabohe 
sequelx may be catastrophic, and perhaps the biggest 
change is the hyperkalaimia Whether this hyperkalicmia 
IS due predominantly to renal retention of potassium and 
excretion of sodium or to the excessive hberation of 
potassium from within cells is uncertam It seems 
reasonable, however, to attempt to prevent the extrusion 
of potassium from the cells by adequate oxygenation and 
administration of glucose 

PRISONS IN 1969 

Last year, as the annual report of the Commissioners 
of Prisons “ relates, the numbers of prisoners grew yet 
again (though it fell in the autumn), and the numbers of 
prison staff increased m rather higher proportion, 
although many more are sull needed New legislauon 
had a rather greater effect on the prison populauon than 
usual, with a drop of civil prisoners from 744 to 265 due 
to the Attachment of Earnings Order and an extra 63 
prostitutes under the Street Offences Act Imprisonments 
without fine continued to rise (by over 2500 to 28,411 for 
men) as did receptions of men not under sentence (by 
1000 to 45,000) This means, as the commissioners say, 
that a regrettably large proportion of the effort of local 
prison staff is diverted from traming persons convicted 
of crime For women this defect is even more evident, 
for only 47% of those remanded before sentence were 
given imprisonment, and some 85% of these were 
imprisoned for not more than six months There is a 
widespread feelmg that some alternative must be foimd 
to short prison sentences, and the new Crimmal Justice 
Bill published last week (its terms arc summarised on 
p 1082) ma> lead to their abohuon at least for young 
offenders The suspended sentence was buned in 1952, 
and the Advisory Council on the Treatment of Offenders 
in 1957 did nothing to disinter it The Council did, 
however, approve adult attendance centres and call for 
wide use of remand on bail for full mquiry between con- 
V icuon and sentence, believing that the knowledge gamed 
m tlus way would help magistrates to avoid giving 
impnsonment Lord Kilmuir " offered detention centres 
as an altemauvc for undcr-21s—a group of prisoners 
which increased enormously in 1959 (by over 700 to 
2498) Nevertheless, for men, sentences of under three 
montlis and over tlircc jears arc tending to diminish 
shghdj and intermediate ones to mcrcasc 

Regarding tj-pcs of offence, convicuons for violence 
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against the person again increased, though this may only 
reflect changes in pubhc attitude and sentencing policj 
Gordon Hawkins has described groimds for believing 
that in the past half-century violent crimes have not 
mcreased sigmficantly Sexual offences conunued 
their downward trend, but not those against females 
Thefts of all kmds again increased, but imprisonment 
for drunkenness decreased (by about 200 to 3129) 
Heavy traffic and current anxicues about road deaths 
were doubtless partly responsible for the great increase in 
impnsonment under the Highway Acts—at 2627 the total 
last year was nearly 50% greater than m 1958 The views 
of Lady Wootton and others are evidently makmg some 
impact on her fellow magistrates (Even so, the Royal 
Automobile Club “ has pointed out that, while all traffic 
offences increased by 6 6% in the year, traffic volume 
went up by 10% ) Local prisons, unfortunately, sull 
carry the greatest load, holding about 4 prisoners to every 
1 accommodated elsewhere Clearly “ show ” prisons 
such as Wakefield tell but a small part of the story 

Breaches of disciphne and escapes continued to cause 
concern Birching was ordered 11 times (3 in 1958), and 
this pumshment was confirmed in 2 cases by the Home 
Secretary (0 m 1958) That 1 of these 2 men com¬ 
mitted a second assault shortly afterwards must reinforce 
the behef that the value of corporal pumshment is mainly 
to assuage the feehngs of the staff In the contrary 
direction, however, the approach towards a “ therapeuuc 
community ” proceeds The Norwich system of freer 
associauon between staff and prisoners contmued to 
expand, and group counselling spread to fourteen more 
prisons and borstals in the year Even at Dartmoor, this 
system has had a good recepuon Evemng classes arc 
expanding, but progress towards the reahsuc full-umc 
work and reward system, so essential in traimng a man for 
ordinary hfc, is still disappointingly slow Nevertheless, 
an Advisory Council on the Employment of Prisoners has 
been set up, together with a new post of assistant com¬ 
missioner (industrial) It is one of the anachronisms of 
the age that thousands of able-bodied men moulder away 
m gaols while pubhc works, such as waterways and the 
decaying relics of the 1939-45 war, he neglected But at 
least the pre-release hostel and training scheme is spread¬ 
ing as Its success becomes more obvious Another means 
of remtegraung the offender with society is by home leave, 
over 300 borstal lads were thus paroled, and only 1 ui 
30 broke it 

Detenuon centres remmn one of the brighter hopes of 
the commissioners for copmg witli the “ bulge ” of 
moderately delinquent youth, and tlie new Bill seeks to 
make wider use of these centres But, despite great short¬ 
age of places, unsmtable lads—persistent offenders, the 
physically or cmouonally disturbed, and approved-school 
failures—arc too often sent to these centres, where they 
arc not helped by the brief period of highly disciplined 
and cnergeuc life, and where their presence has an 
adverse effect on others A better system of classification 
or of advice to magistrates is needed Whether this stem 
type of instituuon is more effective than milder methods 
has sull to be shown by vahd comparauve techniques 
Over 50% of boys discharged in 1956 and 1957 had been 
rcconviaed by 1960, and this does not sound too hopeful 
Aftercare, as the commissioners sadly note, is not yet 
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compulsoryj but the new Bill includes provisions for its 
extension to those coming out of detention centres 
Physical health in prisons remains good, and the trend 
towards usmg outside faalities continues, but the 
number found msane on remand )umped to almost 
double despite a dechne m the number remanded for 
mental observation and report It is hard to explam 
these trends, perhaps the new outlook inherent in the 
Mental Health Act of 1959 may have permeated the 
prison medical services more qiuckly than it has mfluenced 
the judicial authorities 

* The prison services, avowedly therapeutic orgamsations 
these days, are under as much obhgation as, say, the 
manufacturers of drugs to assess and to pubhsh their 
results, parucularly where new techmques such as group 
counselhng are mtroduced In a recent lecture the 
Home Secretary endorsed the views on research we put 
forward last year It is therefore disappointmg to find 
so httle about new methods in the report In support of 
group counselhng it mcludes a few staff impressions and 
a couple of letters from prisoners, only in an appendix 
IS there some worth-while evidence—from a local prison 
where, despite a rising population, the Norwich system 
led to a drop in disciphnary reports of 131 to 369, and the 
contmumg lapses were less serious than before Other 
than this, the cyme nught be led to correlate the trend 
towards easier relationships in and out of the prison with 
the mcrease of indisciphne, escapes, and overcrowding 
which the report mentions A larger chapter on 
“Research” is needed in this valuable document The 
Home Office research unit, which is already domg a 
great deal, should stop hidmg its hght under a bushel 
Bricks and mortar may still be badly needed, but knowledge 
must be given a new priority 

HUMORAL AGENT IN MIGRAINE? 

Broadly speakmg, the mechamsm by which symptoms 
are produced in an attack of imgrame is agreed, but the 
exact changes in cramal blood-vessels and nearby struc¬ 
tures which cause the characteristic head pams are still m 
dispute 

Chapman et al workmg on the hypothesis that besides 
local vascular change some inflammatory or pam-producing 
substance was produced locally, exammed tissue-fluid 
from regions of the head which were tender durmg a 
migrame attack Specimens were collected by slowly 
injectmg 2 ml of sterile physiological sahne solution into 
the local subcutaneous tissue and then gently withdrawmg 
some of It Controls were provided by takmg samples 
from the scalps of migraine patients both during attacks 
and at other times, from people not subject to headache 
attacks, and from the subcutaneous tissue of the forearms 
of each subject In the headache subjects a substance was 
found which bioassay suggested was a polypeptide This 
substance, for which Chapman et al suggest the name 
“ neurokinm ”, was present m small quantities m all 
specimens from all subjects, but very much larger 
quantities were found m tissue-fimd from the scalp of 
pauents with headaches at the time the spebimens were 
taken It was also found to be released mto the segmental 
cutaneous tissue-fimd durmg dorsal root stimulation and 
m the axon flare reaction In one subject the substance 
was apparently reduced in amount after adrmmstration of 

16 Penal Reform and Research By R A Butler Liverpool University 
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ergotamine tartrate, and Chapman et al suggest that 
mterference by ergotamine with an enzyme system 
Uberatmg “ neurokinm ” from a plasma-globulin may be 
the basis of this effect 

These results are extremely interesting They may 
possibly explain some of the longer-lasting features of 
migrame which apparently outlast the aura and headache 
But bioassay methods can be unrehable, and these find- 
mgs will need to be confirmed and the substances if 
possible defined chemically 

TUBERCULOSIS IN AFRICA 

In the first of the four Heath Clark lectures, dehvered 
in London on Nov 2, Dr Charles Wilcocks traced the 
development of mvestigations into tuberculosis in Africa 
This disease, he said is still spreading, and drug 
treatment by itself is unhkely to provide the whole 
answer 

Wide variations in incidence and mortahty among 
different races, noted as long ago as the beginmng of the 
century, had led Cummins to formulate his “ virgin soil ” 
theory Accordmg to this, prirmtive tribes were highly 
susceptible because, in the absence of the bacillus, they 
had never in their own surroundings been obliged to 
protect themselves against it, while those hving in more 
urban commimities had elaborated protective substances 
through contact with the bacillus The high tuberculosis 
incidence and mortahty among African troops in Europe 
in the 1914-18 war seemed to support this theory, though 
subsequent workers had suggested that the troops mvolved 
had been in France for some time and that they broke 
down under stress m other words, that the cause lay 
more m the environment than in racial susceptibihty 

Between the wars extensive work by individuals and 
commissions, ably supported by admimstrators, led to 
an accurate assessment of the distribution and character 
of the disease It was found to be widely distributed and 
It progressed rapidly to death, with extensive cavitation 
and httle fibrosis, and usually with involvement of both 
lungs The sputum was heavily infected, and this was 
clearly a factor m spread when the pauent and the rest 
of his family slept together in small, poorly ventilated 
houses 

Some idea of the distribution of the disease could be 
gained from the large proportion—41%—of the total 
health expenditure of the Umon of South Africa devoted 
to tuberculosis In the mines pneumocomosis had added 
to the problem, although more careful selection of 
recruits and measures to cut down dust had reduced the 
number affected 

Treatment, previously hmited to bed rest and an 
occasional pneumothorax, had been radically changed by 
the advent of effective drugs But these might fail to 
control the disease, especially if the patient was not 
treated in hospital, because many did not take p-amino- 
saheyhe acid with their isomazid, and others stopped treat¬ 
ment before they should Thus resistance developed on a 
large scale 

BCG vaccination was sometimes the only rapidly 
apphcable preventive measure, and its value was probably 
small But these were short-time measures For wide¬ 
spread improvement, the attitudes of members of very 
different cultures had to be modified and research under¬ 
taken mto the means of persuading whole communities 
to change habits which favoured the development of 
tuberculosis The most pressing need was improvement 
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m environmental conditions The emphasis had now 
shifted to stress as the mam causal factor m tuberculosis 
Nutntion, housmg, working conditionSj and hygiene and 
samtation all required attention The £10 miUion per 
annum spent by the South African Government m the 
past five years on housing for non-Europeans was a step 
m the nght direction It was unfortimate that the World 
Health Organisationj in its last report on the sub;ectj 
had barely touched on the environmental factor, presum¬ 
ably because it was considered self-evident But any- 
tlung which was not mentioned tended to be forgotten 

It was the doctor’s duty to stimulate the admimstrators 
to improve conditions, just as had been done m England 
a century ago 

A SEX-LINKED FAMILIAL PURPURA 

The classical sex-hnked hereditary bleedmg diseases 
are hTmophiha and its close relaUon, Christmas disease 
In the past si\ years there have been reports of a purpuric 
hTmorrhagic disorder with a similar mode of inheritance 
by a se\-linked recessive gene—i e , the condition affects 
males but is transmitted by female carriers who are 
imaffected, and each male has an equal chance of being 
affected or free The condition, first described in 1954 
by Aldrich et alpresents the odd combination of 
thrombocytopenic purpura, eczema, and undue habihty 
to infection In the family, of Dutch extraction, observed 
by Aldrich ct al, the male infants were known to be 
liable to die m the first few years of hfe with “ draimng 
ears, eczcmatoid dermautis, and bloody diarrhoea ”, in 
the last three generations 16 out of 40 males had died 
with this disease before the age of 31 months Krivit 
and Good " investigated the same family in 1959 and found 
that there were 2 female earners who were reproducing, 
and that these had had 8 children smee 1954, 2 were 
healthy girls and 6 were boys, of whom 3 had the disease 
and 3 were healthy 

2 cases in an Enghsh family have now been reported 
by Gordon,® of Sheffield He points out that seven famihes 
affected by the disease have been described, one of them 
a Negro family Details of 16 male pauents arc known, 
and all have died, 1 of Gordon’s pauents has died, and 
1 is sull ahv e 

Gordon’s 1st patient was admitted to hospital at the age of 
14 months with infanulceczema affectmg the head, neck, arms, 
and legs A bleedmg tendency had been noted from the age 
of 4 months, and this had alarmed tlic mother because she had 
had a brother who had died of “ harmophiha ” at the age of 
1 jear Imesugation showed severe thrombocytopenia, wluch 
persisted except for short periods when the count rose above 
100,000 per c mm Bone-marrow was found to contain platelet- 
forming megakarj ocj-tes With treatment the eczema improv ed, 
and the pauent was sent home He was in hospital again on 
account of eczema five months later, and at the age of 4 jears 
he was admitted with profuse purpura, bleeding gums, dis¬ 
charging ears, and impetigo The thrombocitopcma bemg 
still present, it was decided to carry out splcneaomy, and tlus 
was followed bv a rise of platelets to normal and disappearance 
of the purpura But in the next twelve months the patient had 
to be admitted tliree times—once because he had meningitis 
due to pneumococcal and staphylococcal infccuons, once for 
dental extracuon which caused no trouble, and finallv in a 
fatal coma Necropsv showed bilateral adrenal hTmorrhages, 
there was no evidence of scpucaimia, the platelet-count was 
not recorded ____ 
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Gordon’s 2nd case was the brother of his 1st pauent, bora 
- eight years later, m between, a healthy girl and a healthy boy 
had been bom This 4th cluld of the family showed eczema 
at the age of 3 months, and a month later he was mvesugated 
m hospital, he had thrombocytopenia, and furunculosis, 
pyuria, and bronchius developed while he was in hospital 
His whitc-blood-cell count was normal, and he did not have 
deficient y-globulm Treatment with predmsolonc and then 
with corticotrophm produced only a temporary rise m tlic 
platelet-count In view of the experience with the elder boy 
spleneaomy was not performed, and the patient has remained 
reasonably well for three years, sull having occasional purpura 
and occasional attacks of respiratory'-tract infeaion 

This syndrome will be easily recogmsed, though we have 
no doubt tliat cluldren with eczema and thrombocytopenic 
purpura will be seen who do not have the syndrome, 
the added features of recurrent infecuon and, above all, 
a positive family history must also be found The cases 
so far reported have not been very fully investigated 
Krivet and Good sought platelet agglutinins but did not 
find them, marrow punctures have shown the same picture 
as that of “ idiopathic ” thrombocytopenic purpura, 
y-globuhns appear normal But nothing is known about 
the other blood-clotting factors No attempt seems to have 
been made to find out whether the condition is linked 
in any way with systemic lupus erythematosus and similar 
diseases, m wluch thrombocytopenic purpura is some¬ 
times an early sign V^e hope that pmdiatricians will look 
out for cases of Aldrich’s syndrome and see whether more 
can be learnt about its aiuology and possible hnes of 
treatment 


CHEMICAL MENINGITIS 
FOLLOWING SPINAL AN/ESTHESIA 


Formerly, when measures were not taken to avoid 
contamination of the subarachnoid space with phenolic 
disinfectants, chemical meningitis was a recogmsed sequel 
of spinal anxsthcsia ' Stcrilisauon by autoclaving of 
special packs containing all the eqmpmcnt, including the 
ampoules of local anTstheuc, required for this form of 
anaisthesia is now commonly pracused to prevent this 
complicauon But autoclaving by itself is inadequate if 
the syringes and needles have not been previously 
freed from all traces of disinfectant by cleansing and 
washing* 

The dangers of inadequate washing of equipment arc 
well brought out in an account of five patients in whom 
acute meningitis developed very shortly after spinal 
anxsthcsia for obstetric delivery = The cerebrospinal 
flmd in each case was purulent, with a polymorph Icuco- 
cytosis These findings, together with pyrexia, suggested 
bacterial infecuon of the subarachnoid space, but no 
organisms could be isolated from the cerebrospinal fluid 
or from blood samples A review of the procedures used 
for cleansing spinal anxsthetic equipment in the obstetric 
department concerned revealed tliat, whereas the ampoules 
of local anmstheuc were taken directly from their carton 
before autoclaving, the syringes used were soaked in a 
solution of a phenolic disinfectant, washed and rinsed, 
and finally put in trays ready for autoclaving Clearly 
this washing was ineffccuvc Fortunately, all five patients 
recovered without permanent neurological sequel® Their 
illnesses illustrate once again the dangers associated with 
this mode of anxsthcsia when insufficient precautions are 
taken to avoid contamination of the subarachnoid spacc^ 
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FUTURE ROLE OF THE FAMILY DOCTOR* 

E Maurice Backett 

MB,BSc Lond,MRCJ?,FSS,DPH 
PROFESSOR OF SOCML MEDICINE IN THE HNIVEESm OF ABERDEEN 

With the changing patterns of disease m Western 
societies, particularly the emergence of the chrome 
diseases (heart-disease, cancer, peptic ulcer, bronchitis), 
of acadents (especially motor-vehicle acadents), and of 
the multiple effects of radiation as the characteristic and 
newly important threats to the pubhc health, there has 
come the possibihty of a rather different sort of medical 
care This new approach is prev entive in attitude (though 
the borderhne between prevention and verv early treat¬ 
ment IS rapidlj becommg meanmgless) It is preventive 
in the sense of usmg our growmg epidemiological know¬ 
ledge accurately to define vnilnerable groups, famihes, 
and mdivTduals m our population and of mampulatmg 
their personal and soaal environment to prevent disease 
But the differences between the present and future 
preventive medicme are more important than they seem 
at first sight These days (and at long last) most of us 
accept the necessity for clean milk and the quahtv control 
of food, for example, without demur These controls 
are, for the most part, saasfymgly impersonal But just 
let us try advocatmg changes m the mdividual and 
family dietarj' customs of the healthy rather than the 
sick m our practices, or their leisure pursuits, or try to 
change one of many mmor addictions to which we are 
all prone, and we are m for trouble That trouble is 
made subtly worse by a sneaking feehng that we may 
have no nght to meddle m these personal matters anyway, 
and that our techniques, if we do, are naive Yet, if the 
future general pracutioner is to attempt the control of 
chrome disease m his practice, he has htde choice—he 
mitst meddle, and his meddhng must be mcreasmgly 
personal, for it seems very likely that before long our 
so-called “ new ” diseases will offer as much of a threat 
to life and happmess as did some of the epidemics of the 
I9th century And, smee man> of these diseases hav e their 
ongms m our changmg ways of hvmg, a tolerable amount 
of mterference may help to prevent them 

By “ new ” diseases I do not mean only novelaes but 
newly mportant diseases which, because of then mcreasmg 
contribution to our morbidity and mortahty, must be 
counted as new threats For example, with the dechne 
(but not the defeat) of the infecaons we can see more 
clearly the enorrmty of our chromc-bronchitis problem 
(25 imlhon man-days los per 3 'ear, and thousands of 
deaths), of our cancer problem ( 100,000 deaths per year), 
of heart-disease, and of chrome but not alwajs fatal 
diseases like diabetes and multiple sclerosis We see, too, 
the useless (though fortunately small) waste of foetal and 
neonatal life and the few remaimng maternal deaths m 
a new context the context of a soaetj which, perhaps 
unlike all previous soaenes, does not expect illness and 
early death and which thinks of health and happmess as 
Its right 

* * * 

We can summarise the mam features of our changing 
disease patterns m this way First, the vulnerable age- 

* Abndged from a paper read to the sociological section of the 
British Association on Sept 2, 1960 The full text will appear 
in Advancement of Science 


groups are shiftmg Young people are seldom ill In fact 
the older children and adolescents have virtuaUj dis¬ 
appeared from the doctor’s surgeiy' There is mcreasmg 
emphasis on the mtrauterme child and the neonate, 
rather than the infant Then there is the new interest, 
of course, m the elderlj, and above aU a growmg anxiety 
about the imddle-aged The rex ratios, too, are changmg, 
and the new diseases are mcreasmglv selecnv e of 
males 

Next, the type of disease is changmg (and, inevutablj, 
our atotude towards it) For example, infecuous disease 
outbreaks are often spectacular and explosive, cases 
occur near one another, a hundred or so deaths m a 
small commumty has the impact of disaster, while the 
same number of deaths spread over the whole country— 
motor-vehicle or coronary deaths, for example—does not 
cany' the same provocaave danger signal Some catas¬ 
trophe is needed to promote social acnon 

• 

Next there is the duration of illness Most of our new 
diseases are chrome slow-movmg processes which may 
take many sjmptomless years to develop We are told 
that the cancer of the lung, for example, maj hav e started 
fifteen or twenty comparatively healthv vears before the 
first symptom of the disease, and that the men now djmg 
of chrome bronchius may well be reflectmg not only 
their smokmg habits and the air pollution of the ones 
m which they have hved but also the shorter conv alescence 
enforced on workmg-class famihes by the tough economic 
pressures of the himgiy' ’30s It is, perhaps, this verj' long 
duraoon of our chrome diseases and of cancer which is 
domg most to force us to review our methods of medical 
care 

Fmally, we can say that with a few exceptions our new 
threats to health seem, by their verj nature, somewhat 
less likely to respond to curame medicme than the 
diseases of the past Howev'er, this point is not a strong 
one, and, to strengthen the case for a review of our 
preventive measures, I would sav that, thanks to the 
impeccable epidemiology of people like Doll, Case, and 
Moms, the prev^ention of many cancers (and some other 
chrome diseases) is becoimng possible long before the 
disease itself is fully understood Thus, m the face of 
our new diseases, prevention acquires a new urgency, 
and the wise family doctor is bemg forced mcreasmglj' 
to switch his attenuon from sick people to the habits 
and behaviour of healthy people mzny years before the 
chmcal onset of illness 

* * # 

So here, very crudely, is the problem Most people 
who feel ill seek medical care and have a rather special 
relationship with then doctors Healthj people, on the 
other hand, are unlikely to be particularlj impressed by 
talk of a disease which may come in twenty 3 ears’ time 
Their rephes to doctors who seek to change their 
behavTOur, and thus to promote their future health, are 
pohte but negative 

The dilemma is most acute for the famil 3 doctor, for 
it is now becommg techmcally possible for a large part 
of his job to be the highly saentific supervTsion of health 3 ' 
people Indeed, this looks like bemg the onlv wav to 
cope with our new diseases Such a statement does not 
sound pamcularlv surpnsmg, but at the moment well 
over 90% of the family doctor’s work with adults is 
curanve, dealmg with estabhshed disease If even a 
quarter of his work were to be concerned m ainl y with 
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healthy people, rather than the sick, this would be a 
revolutionarj' change—at least as revolutionary as was 
his assumption of the role of vaccinator and immumser 
of children Such a change has been made 72 ecessary by 
the changes in our disease pattern, and possible by a 
growing knowledge of the reasons for variation in the 
vulnerabihty of different age, sex, and social groups This 
means that the doctor who really knows how his patients 
hve will be able to define with increasing accuracy who 
IS hkely to become ill In fact, he alone—because of his 
contact with the family—can become the man to observe 
those aspects of behaviour which we suspect are the 
precursors of much chrome disease 

As a help toward the practical apphcation of this 
change of approach, the doctor now has a growing 
armoury of screemng devices and simple tests by which 
he can pick the already ill from among the merely vulner¬ 
able people in his practice, and so make earher and ever 
earher diagnoses Many of these screenmg tests are 
sensitive enough to be used while the patient is sail 
feehng fit—that is before he would normally seek medical 
care, and long before serious symptoms arise 
# * # 

These noaons may be illustrated briefly by reference 
to cancer of the uterine cervix Epidemiologically speak- 
mg, this cancer is well described A lot is known about 
what sort of people get it (but, of course, very little about 
how they get it) Through relauvely simple technical 
advances it is becoming possible to make increasingly 
early diagnoses of the developmg growth We are told 
that treatment at an early stage is relatively easy and safe, 
but that the diagnosis must be made before the symptoms 
and signs develop We are also told that the test is 
rapidly achieving real accuracy So it is this combinauon 
of good epidemiology (which could guide the doctor to 
where the disease will arise—so that he need not screen 
all the women in his pracuce) and this early test which 
has suddenly given the fanuly doctor the power if not 
to eradicate the disease then perhaps drasucally to reduce 
It in his pracUce But, at once we are back with the 
same problems as before How to persuade apparently 
healtliy women who belong to the vulnerable age, parity, 
and social group to seek medical care long before 
they feel ill, how to persuade the doctor to persuade 
them, and finally, how to fit this approach mto a service 
and a society qmte naturally preoccupied with curauve 
medicme 


hospital education very properly emphasises curamc 
medicine above all else 

There are other difficulues apart from those of time 
and interest For example, most doctors feel that, at 
least at first, we should play a passive waiung role the 
imaaave obviously should be with the pauent With this 
in mind most of us would find it very difficult, for example, 
to write to a lot of healthy adults on our lists inviting 
them to undergo even the simplest of screening tests 
It would be even more difficult to go to the length of 
reorgamsing our pracuces so that much of our ume was 
spent in this way 

There is yet another problem How could the future 
family doctor screen the vulnerable people on his list, 
offer his geneuc counsel, advise effectively on diet, 
exercise, and so on, or even check the blood-pressure and 
weight of the paunchily middle-aged (if one day it is agreed 
that these too are useful screening tests) without cresting 
not a healthy pracuce but a practice of neurotics ^ We 
have seen a suggesuon of this mass fear of illness folloiving 
the indiscriminate “ check-up ” campaigns, the cancer 
films, and the commercial exploitauon of anxiety which 
has occasionally been a feature of “ health education ” 
elsewhere Dur small experience of studies over here, 
and the wider experience of calmly and well run 
studies of commumty health (such as that at Framingham 
in the USA), suggest that these dangers can be avoided 
But they remain an important threat, and the prevention 
of some heart-disease, for example, might save the lives 
of mentally healthy men at the cost of converung them 
into cardiac neuroucs 

* * * 

Changes in disease patterns must always have given 
rise to new social problems our current transiuon from 
the infecuons to chronic degenerative disease is obviously 
no excepuon The changing role of the general practi- 
uoner is among the most intriguing of these problems, 
and It may be that in future he will have to be prepared to 
make himself more of a nuisance to his pauents But if 
he does, will they take any nonce of him—and why should 
they anyway ’ 
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Tests which can be used for screemng apparendy 
hcaldiy populanons for all manner of different diseases 
are rapidly increasing in number and accuracy They are 
an exciung product of the growing gadgetry of medicine 
Already it seems probable that more or less accurate 
and very early diagnoses (that is, long before the pauent 
is consaous of illness) can be made in a variety of 
chest condmons, a few cardiovascular disorders, some 
renal diseases, and an assortment of hereditary meta- 
bohe upsets, mild diabetes, and at least one cause of 
bUndness 

In this way it seems that our new diseases are them¬ 
selves forang us into at least the contemplauon of a 
different sort of medical care This medical care may in 
turn need a rather different sort of doaor to apply it 
Such a man would have different interests and would 
need much more time than today’s family doaors whose 


Disease 


Diphiheria 
Dysentery 
Encephalitis 
Infecti\e 
Postinfcctious 
Food poisomnc 
Measles cxcludinR rubella 
Menin#:ococcaJ jweetjon 
Ophthalmia neonatorum 
ParatjTboid fe>er 
Pneumonia primary or influenzal 
Poliom> elitis 
Paral>lic 
Non p3ral>Tic 
Puerperal pjTcxia 
Scarlet focr 
Smallpox 
Tuberculosis 
Respiratory 
Meninges and C.^3 
Other 

Typhoid focr 
^Tiooping cough 


Week ended October 


1 

8 

15 

22 

29* 

4 

3 

4 

4 


477 

500 

600 

465 

581 

1 

3 

4 

2 

3 

3 


2 

2 


287 

225 

188 

181 

196 

S96 

2856 

3220 

3917 

4585 

19 

28 

29 

19 

18 

21 

16 

24 

31 

9 

6 

7 

12 

4 

7 

175 

202 

239 

213 

221 

12 

14 

8 

10 

13 

6 

4 

7 

1 

2 

153 

194 

201 

188 

171 

305 

357 

424 

465 

409 

387 

386 

428 

436 

343 

2 

2 

2 

•7 

6 

48 

14 

47 

57 

51 

5 1 

4 

1 


3 

no 1 

1021 

931 

860 

964, 


• Not including late returns 
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EAST-WEST SYMPOSIUM ON 
PATHOGENESIS OF ESSENTIAL 
HYPERTENSION 

Clifford Wilson 
D M Oson., FJCCJ 

PROFESSOR OF ^EEDICINE, UNIVERSTTi OF LONDON, 

DIRECTOP O' THE MEDICAL UNIT, THE LONDON HOSPITAL, E-l 

“Although it appears that essential hvpertension is a wide¬ 
spread condition and a frequent cause of premature msTilidism 
and death, there is btde agreement about its pathogenesis or 
about the role of vanous environmental factors m its produc¬ 
tion. This lack of knowledge prohibits anv rational attempt at 
prevention It seems desirable, therefore, to discuss the con¬ 
flicting views and to dehneate fields m which future research 
might possibly be concentrated with profit.” 

These were the broad terms of reference of a symposium 
which was held m Prague early m the summer under the 
jomt auspices of the European Region of W H O and the 
Czechoslovak Cardiological Soaety Some 40 workers, 
engaged m research on vanous aspects of hypenension, 
attended, chieflv from the USA, USSR, and Great 
Bntam, but almost every other country m Europe was 
represented 

The detailed proceedings of the conference wdl be 
published shortly, and these will mdude an account of 
mdividual papers and the vanetv of opinions expressed m 
discussion Nevertheless it seems worth while to record 
some personal impressions now which it is hoped may 
gne some idea of the posime achietements of the 
symposium Research on hypertension has recently 
received a fresh stimulus from set eral different direcnons, 
and this was reflected m the hvely cxmcrotersv and 
some new ideas which found expression during the 
symposium 

One stimulus m Prague was undoubtedly the oppor- 
tumty of hearing from Russian mvesngators about their 
concept of essential hypertension as a specific neurosis, 
against the experimental background of hypertension 
mduced m animals by nervous or emotional stram New 
mterest has also been aroused by epidemiological studies 
on the role of genetic and environmental factors, one 
outcome of which is the current control ersy on whether 
essential hvpertension is a disease entity or a biological 
variation differing only quanntanvely from the normal 
Furthermore, the widespread use of hypotensive drugs 
with a variety of pharmacological effects has not only 
emphasised the need for a clearer understanding of the 
fundamental nature of the disorder, but has also produced 
some new ideas about possible mechamsms m its patho¬ 
genesis In the mvesngation of these problems, stansn- 
aans, physiologists, experimental pathologists, and 
pharmacologists are becommg mcreasmglv active The 
old controversies about humoral and neurogemc mechan¬ 
isms have been given a new look by the discovery of 
mtnguing relationships between renm and aldosterone, 
by more cnacal assessment of the role of catechol amines, 
and by the researches of neurophysiologists in several 
countnes on the nervous regulation of the circulation. 
Added to this is a questionmg of the old concepts of the 

* This article is based oa a samniary renew of the symposium 
presented to the Czechoslovak Cardiological Soaetv, and n 
lecture oa espemnental hvpertension to the Czechoslovak 
Nephrological Soaetv, Prague, June, 1060 


hEEmodynamic status in hvpenension m which circulatory 
changes were accepted as madental to a pnmarv mcrease 
in penpheral resistance, so that the search for amological 
factors was focused almost exclusiteh on this resmeted 
part of the vascular system 

The symposium was arranged as a senes of discussions 
on the following topics defimaon, diagnosis, and natural 
history, epidermologt, the role of emotional and environ¬ 
mental factors, neurogemc factors in the control of blood- 
pressure, hsmodvnamic studies m essential hyper¬ 
tension, \essel-wHll factors, metabohe factors, mcludmg 
the possible role of pressor ammes, the adrenal cortex, 
and the kidney 

Although there was considerable divergence of opimon 
on most of the topics discussed, there was a fair amount of 
agreement on the nature of the problems which need to 
be tackled These I have attempted to summarise m the 
following questions 

(1) In the hght of modem knowledge, can we arrive at any 
more satisfactory defimnon of essential hvpcitension than the 
present one of “ elemnon of the blood-pressure without 
apparent cause ” ^ 

(2) In view of the more exact methods of diagnosis now 
available, how large a proportion of cases, masquerading under 
the diagnosis of essennal hvpertension, are reallv due to some 
local disease—c g, of the ladnevs or endoerme glands ’ 

(3) Is It possible to find a means of separating normal from 
high blood-pressure, not only m the numencal sense, but also 
m estabhshing whether essennal hvpertension is quahtamely 
different from the phvsiological range of the blood-pressure ’ 

(4) How vahd are casual blood-pressure readmgs, espeaallv 
when used as an mdex m epidemiological studies ^ How far 
can such blood-pressure readmgs be standardised ^ 

(5) How large a part does hereditv plav m the pathogenesis 
of essential hvpertension’ Is the genenc factor suffiaently 
large to mdicate a prunarv metabohe fault m blood-pressure 
regulauoa as the mam catise ’ 

(6) What is the role of environmental factors such as geo¬ 
graphical situanon, diet (mcludmg electrolyte mtake), occupa¬ 
tion, and pamcularlv, mental stram or emotional stress ’ 

(7) Does the blood-pressure nse with age tuuformlv m the 
population as a whole, or is there an excessive nse m a limited 
group, who as thev get older emerge from the noimal popula¬ 
tion owmg to the development of a specific disease, essential 
hvpertension ’ 

(8) How often does “ transient ” or “ mtenruttent ” hyper¬ 
tension lead to estabhshed hypertension—e., is there a 
defimte sequence m the natural history firom transient to 
permanent elevanon. of the blood-pressure’ 

(9) Can a prehvpertensive state be recogmsed m which 
metabohe or vascular responses may make it possible to 
anuapate the development of essennal hypertension’ 

(10) What part do nervous, renal, and endoerme mechan¬ 
isms play m detenninmg penpheral vascular resistance’ Is 
there anv real evidence that these factors play a different role 
at different stages of the disease’ 

(11) Is the regional distnbuuon of mcreased penpheral 
resistance the same m all cases ’ Is it different m the earlv 
and late stages, and does it differ ftom the distnbution m other 
hypertensive disorders such as renal hvpenension ’ 

(12) Is It possible that, with advancmg age, some alteration 
m the vessel wall mav produce a change m reacnvitv to 
physiological stimuli ’ 

For the vanous topics m the symposium, discussion 
leaders were appomted, and produced a day-to-day 
progress report In the final discussion on “ topics and 
future trends for research ansmg from presTous dis- 
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cessions ” an attempt was made to coordinate the results 
of the conference, particularly with a view to inter- 
nauonal co-operation in various fields In what follows, 
I have tried to give a brief account of the general 
conclusions on the various topics seriatim, but it must 
be recognised that on some issues there is still consider¬ 
able disagreement on both the vahdity and the interpreta¬ 
tion of the available evidence, or on its relevance to 
essential hypertension 

Definition and Natural History 
On the question of definitwn it was generally agreed that 
at present there is no satisfactory alternative to the term 
essential hypertension, indicaung “ a common form of 
high blood-pressure without apparent cause ” Whilst 
modern diagnostic techniques are revealing increasing 
numbers of cases due to specific lesions, such as renal- 
artery stenosis, pyelonephritis, or endocrine disease, this 
IS almost certainly a minority group—not large enough, 
for example, to invalidate epidemiological studies based 
on measurements of blood-pressure as the sole criterion 
In the individual it is impracticable to define a critical 
dmding-hne between normal blood-pressure and essential 
hypertension but this is equally true of other forms of 
hypertension—e g, that due to renal disease Whether 
essential hypertension is a disease entity, qualitatively 
different from the physiological range of blood-pressure, 
may well be decided by a critical analysis of exisung 
epidemiological data, together with further planned 
investigation of selected populations If indeed we are 
dealing with a specific disease, some biochemical fault 
should eventually be discovered There is evidence that 
patients with essential hypertension do show qualitative 
differences from the normal—for example, rapid electro¬ 
lyte diuresis following plasma-volume expansion by a 
water or solute load, reversal of the normal anadiuretic 
effect of injected angiotensin, and the recent evidence of 
increased secreuon of aldosterone in malignant hyper¬ 
tension—but It has yet to be shown that these differences 
in behaviour arc specific for essential hypertension and 
that they are primary rather than secondary manifestations 
One of the most urgent needs is a clearer defimuon of 
tlie natural history of the disorder Physiologists, experi¬ 
mental pathologists, and epidemiologists are tending to 
interpret their various data in terms of the “ early ” or 
“ late ” stages of the disease, but there is as yet no clear 
understanding of these stages or indeed of the relauon- 
ship of transient to estabhshed hypertension It may well 
be that furtlier clarificauon of the natural history will 
emerge from characterisauon of the various states (if 
these exist) bv biochemical or physiological tests Thus, 
response to salt-loading or angiotensin, or differences in 
secreuon, utihsauon, or end-organ response of adrenal 
corucal hormones, may be found to differ in different 
climcal groups, or again there may be a change in haimo- 
dynamic pattern in terms of cardiac output and distribu- 
uon of regional resistance Possibly nenous and humoral 
factors pla\ different roles in the early and later stages 
We know, for example, that a minority of cases, cspenally 
in soung subjects, hate an increased cardiac output 
Whether this is due to anxiett at the ume of the imcsuga- 
tion and whether it can still be demonstrated after hyper¬ 
tension has persisted for mans tears needs to be deter¬ 
mined Whilst some of these quesuons—e g, a bencr 
definition of stages of the disease—mat be answered by 
large populauon studies, most of them wall require long¬ 


term and more detailed mvesugauon of small numbers of 
pauents by the chmcian and experimentabst working 
together For, apart from problems of diffcrcnual 
diagnosis, it will be essenual to rccogmse the intrusion of 
secondary factors, such as local atherosclerosis, altered 
renal funcuon, or emouonal reacuons, which may 
modify the physiological pattern and brmg into play new 
homoeostatic mechamsms 

Epidemiology 

The startmg-point of epidemiological studies is the 
vahdity of blood-pressure esumauon as an index 
Examinauon of the “ casual ” blood-pressure should be 
made to see whether further standardisauon of technique 
is possible and what addiuonal criteria can reasonably be 
included m populauon studies The epidemiologist is on 
imcertain ground unul the validity of the high casual 
pressure as an indicauon of essenual hypertension is 
assured But if this can be established, some of the really 
fundamental problems of muology may be solved by 
epidemiological methods The most important of these 
is heredity If the genetic factor in essenual hypertension 
IS of major importance there is an urgent need to seek for 
an mborn error of metabohsm in the pathogenesis of the 
disease Even if there is a specific genetic factor, the 
environmental situation may well determine whether this 
defect leads to manifest disease Furthermore a distinc- 
Uon (commonly overlooked) must be made between 
genetic factors and the “ cultural inheritance ” which is 
also transmitted in the family The influence of age 
is the second mam problem which epidemiological 
studies should be able to resolve, for if a substanual rise 
in blood-pressure can be shown to develop in a discrete 
secuon of the populauon as age advances, in contrast to 
httlc or no rise in the remainder, there can be little doubt 
that essential hypertension exists as a separate entity, 
furthermore the search for a causal mechanism can then 
be directed to changes in funcuon with advanemg age 
There is a good deal of evidence, at present difficult to 
evaluate, of blood-pressure differences between popula¬ 
uon groups, which may be related to ways of life It is 
in the epidemiological field that internatioml cooperation 
IS likely to be most frmtful, particularly in the invcsuga- 
Uon of racial factors, the effects of diet, the stresses of 
industriahsauon, and other circumstances where differ¬ 
ences in prevalence, already recognised, present “ experi¬ 
ments of opportumty ” 

The Neurogenic Hypothesis 
The view that essential hypertension has a neurogenic 
basis IS undoubtedly enjoying a new wave of popularity' 
invesugators in the Soviet Union have for some years 
maintained that essenual hypertension develops as a 
spcafic manifestauon of neurosis, and this has led to 
observauons on the prevalence of hypertension in different 
occupauon groups, to extensive physiological researches 
on the nervous regulation of the circulauon, and to studies 
in dogs and monkeys of experimental hypertension 
produced by' stress stimuli using conditioned reflexes and 
Pax lovian techniques The w idesprcad use of hy potcnsiv c 
drugs which aa centrally or peripherally by inhibiting 
autonomic v asoconstncuon has produced in some quarters 
an uncriucal acceptance of the neurogenic theory, or at 
any rate of an important nervous component in essential 
hypertension Supporting evidence has been sought, 
pamcularly in the United States, by analysing the 
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emoaonal and hEmodimamic responses of hypertensive 
individuals to stressful situations, or by studying cultural 
background, character structure, and behanoural patterns 
in relation to the inadence of the disease Owmg to lack 
of translations of pubhshed data it is impossible to give 
a fair assessment of the Russian view, and it is to be hoped 
that the clmical, experimental, and epidemiological 
evidence on which this concept is based will soon be made 
more readily available At present most workers agree 
that m the estabhshed phase of essenaal hy-pertension— 

1 e, when the diastohc pressure is persistently raised— 
there is no conv'mcmg evidence that the cause is neuro- 
gemc vasoconstnction That emotional stress can cause 
acute elevation m blood-pressure is undoubtedly true, 
but the relevance of this to the chrome disorder n e term 
essential hypertension is qmte obscure, and m neither 
transient nor estabhshed hypertension has mcreased 
autonormc activity been demonstrated by the findmg of 
mcreased catechol-amme production, as is observed in 
patients with high blood-pressure due to ph$ochromo- 
cytoma There is obviously' a need for a more critical and 
broadly based assessment of hypertension of supposedly 
nervous snology m terms of its cbmcal characteristics, 
hereditary ongms, and subsequent course Furthermore 
when studymg emotional responses m both personal 
behaviour and vascular reactivity', it is essential to 
estabhsh to what extent these are the cause or the result 
of the elevated blood-pressure 

Hsemo dynamic Changes 

From what has been said it will be obvious that the 
largest smgle obstacle to understanding the genesis of 
hypertension is an imperfect knowledge of the factors 
which control the blood-pressure m health It would be 
easier to deade whether hypertension was “ abnormal ” 
if we understood better the mechamsms by which normal 
blood-pressure is mamtamed This becomes even more 
obvious when considering the further problems of hamo- 
dynarmc changes, vessel-waU factors, and the possible 
role of renal and endocrine dysfunction m essential 
hypertension In the field of blood-pressure regulaaon, 
physiologists seem to have been until recently almost 
exclusively concerned with the autonomic control of 
vascular tone In various discussions a great deal was 
heard about the baroceptors and other vascular receptor 
mechamsms, about cardiov ascular changes following 
hypothalarmc stimulation, and about the central and 
peripheral effects of hypotensive drugs on autonomic 
status and catechol-amme producuon It is well estab¬ 
hshed that the response threshold of the baroceptors is 
raised m chrome hypertension, but this appears to be an 
adaptation to the high blood-pressure rather than its cause 
Recent physiological and pharmacological work has 
certainly revealed new aspects of neurogemc control of the 
cuculation, but those who are concerned with the 
problem of hypertension, either ckmcally' or experi¬ 
mentally, are quesnomng the adequacy of this approach, 
and are seeking informanon on other possible regulating 
mechamsms which may be more relev'ant m mamtaming 
blood-pressure at a high level For example, what 
controls the residual artenolar tone when all sympathetic 
influences are removed’ Is it some endoerme factor, a 
renal pressor substance such as angiotensm, or is it a 
question of the electrolyte environment of the smooth- 
muscle cells of the arteriole’ Whatever the controUmg 
factors, vessel tone vanes under the influence of a number 
of stimuh, and this brmgs up the vexed question of 


vascular reacov'ity Pressor responses to vasomotor 
stimuh such as cold, emotion, and vasoconstrictor drugs 
have so far faded to provide a conv'mcmg separation of 
hypertensiv'e from normotensive subjects or to predict 
the future dev'elopment of high blood-pressure m the 
latter Yet the level of the blood-pressure alone is 
msuffiaent to explam mdividual differences m the 
production of both functional and structural v'ascular 
reactions—e g, hy'pertensive headache, papillcedema, 
fibnnoid artenolar necrosis and locahsed cerebral 
vasoconstnction m hypertensiv'e encephalopathy' 

In general the view has long been accepted that narrow- 
mg of the artenoles is the pnmary hEemodynamic change 
m essential hypertension An alternative view is that 
vasoconstnction may occur as a reaction to mcreased 
mtra-artenal pressure, which might be caused, for 
example, by a nse m cardiac output This possibihty 
has directed attention to pnmary changes m cardiac 
dynamics and to possible alterations m venous tone 
or venous blood-volume, which might affect cardiac 
output and thereby mitiate artenal hypertension Devia¬ 
tions from normal behaviour, such as the rapid salt 
diuresis m chrome hypertension, and the link between 
reduction m plasma-volume and blood-pressure after 
admimstration of diuretics such as chlorothiazide, have 
suggested a disturbance m the relationship between 
vascular capacity and blood-volume m the hypertensive 
patient Vanous new and mterestmg techniques are 
bemg developed m an attempt to explore these possi- 
bihties Methods have been dev’ised for a more exact 
physical analysis of the parameters of vascular tone, and 
It is hoped that these may provide a means of identifv'mg 
and assessmg the effects of neurogemc and humoral 
factors, and of vascular “ reactivity' ”, m hypertension 
of vanous sorts Haemody'namic studies on cariac output, 
and on the regional distnbution of penpheral resistance, 
suggest that m hypertension certam areas of the vascular 
bed—e g , the tadneys and skeletal muscle—respond 
difierently m different orcumstances Experimental 
models are also bemg devised m anim als m an attempt to 
separate the cardiac component from the role of the 
penpheral orculation dunng changes m blood-pressure 
mduced by vanous means 

Metabolic Factors 

The symposium mcluded a number of papers and a 
very cntical discussion on the role of pressor ammes, the 
adrenal cortex, and renal factors m the pathogenesis of 
essential hypertension Most workers agreed that at 
present there is no direct or convmcmg evidence that 
either the kidney or the endoenne system plavs a part 
m the early or later stages, although this may not be true 
m the mahgnant phase of the disease Here agam we 
are faced with the problem of distmguishmg pnmarv 
factors from secondary changes which dev'elop m severe 
hypertension as a result of renal vascular damage Such 
damage may produce metabohe disturbances—^for 
example, in sodium and water excretion—and mav possibly 
alter the pattern of hormone production (eg, hyper- 
aldosteromsm m mahgnant hypenension) Nevertheless 
recent work on the reaprocal action of rerun and aldo¬ 
sterone, and on the relanonship of renin producuon by 
the juxtaglomerular apparatus to renal perfusion pressure, 
have produced, if not yet a promise, at any rate a hope, of 
a clearer understandmg of renal pamcipauon in blood- 
pressure regulaaon 

There is another hne of approach, based on both chmeal 
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and e\pcriniental observauons, which is certainly relevant 
to the problem of clironic hypertension in general, and 
possibly by analogy to essential hypertension This is the 
growing evidence of a change in mechamsm when high 
blood-pressure passes from the acute to the chrome stage 
Thus when hypertension is caused by some specific 
lesion—e g , ph-cocliromocytoma, adrenal corucal tumour 
or umhteral renal disease—the pressure frequently 
remains elevated when the primary cause is removed As 
far ns present evidence poes, it does not seem possible 
to distingiush this chrome residual hypertension from 
essential hypertension on chmeal, physiological, or 
anatomical grounds There is some evidence also of a 
difference in mechamsm between the hypertension of 
acute and chronic nephritis and early and late experi¬ 
mental renal hypertension These observations underhne 
the importance, first, of looking for a sirmlar change in 
mechanism in the development of essential hypertension, 
and, second, of considering the possibihty of a common 
factor in the various forms of chrome high blood-pressure 
The striking thing is that in all these conditions a new 
eqmhbrium appears to have been estabhshed at a high 
level of blood-pressure which is consistent with many 
years of good health This would appear to involve a 
“ resetung ” of the homocostatic mechamsms which 
normally maintain arterial pressure at a steady level 
There is evidence of such a resetting in the case of the 
baroceptors, but, as already mentioned, the evidence 
does not suggest that this is of causal sigmficance One 
of the most clear-cut observations in this field is the 
reversibihty of chrome renal hypertension In the 
laboratory animal, renal hypertension of long duration is 
reversed within a matter of hours if the renal circulation 
is restored to normal In man a similar prompt reversal 
of chrome renal hypertension has been demonstrated 
when, m identical twins, a normal kidney has been 
grafted m a twin with chrome nephritis and the diseased 
kidneys removed Thus it is clearly established that, in 
the maintenance of chrome renal hypertension, no 
irreversible extrarenal mechamsm—structural or neuro- 
gemc—supervenes This does not of course exclude the 
participation of some extrarenal factor, but it docs indicate 
that in this form of chrome hypertension a metabohe 
renal disturbance almost certainly plays a primary 
role m resetting the homocostauc regulation of the 
blood-pressure at a higher level In other forms of 
chrome hypertension, including essential hypertension, 
this line of reasoning is effectively blocked by the fact 
that, at any rate unul the late stages, there is no structural 
basis for i renal mechamsm If therefore the kidney 
plays a role in the pathogenesis of essential h>’pcrtcnsion 
It must be on the basis of a purely functional disorder, 
or of structural changes which have not been so far 
rc\ealcd by light microscopy This is a mam problem 
for future imcsugation One of the most urgent needs 
IS a further clarificauon of the mechamsm of renal hyper¬ 
tension, for, from what has been said, this may open the 
wan to an understanding of other forms of chrome high 
blood-pressure 

Views on the pathogenesis of essential hypertension 
have rcccntlj been expressed, on this and other occasions, 
in wluch the high blood-pressure is deemed to depend on 
a vanctj of influences—genetic, nervous, emotional, 
dictarv, renal, and endoenne—with the corollary that no 
speafic cause is likely to be found in the great majority 
of cases These “ multiple choice ” hypotlieses, which 
embrace all the possible mechamsms of blood-pressure 


variation, fail to distmgmsh, and indeed seem to discount 
the need to distmgmsh, these mechamsms from their 
provoking causes The modes of production of blood- 
pressure elevation are undoubtedly mamfold and may 
differ in the wide variety of individuals who present with 
arterial hypertension But some single faaor or hmited 
combination of specific factors may well determine that 
one person gets “ essenual hypertension ” whilst another 
does not 

Conclusion 

From these far-ranging discussions I have attempted to 
outhne recent trends in vanous hnes of research which 
seem to offer protmse for tlie future The Prague sym¬ 
posium made a valuable contribution by bringing together 
workers from East and West, and by providing the fullest 
opportunities for critical discussion of their diverse vaews 
It brought to the fore the problems and possibihues of 
epidemiological research on the subject, and presented 
fresh evidence and ideas on haimodynamic factors 
Perhaps of greatest importance was the large representa¬ 
tion from the basic sciences—cheimstry, physics, physio¬ 
logy, and pharmacology—for from these disciphncs are 
most likely to come new tcchmques and methods of 
mqmry 

The programme arrangements of the symposium placed tlic 
emphasis on discussion rather than presentation of papers, 
and this was something of an experiment on which both 
WHO and the Czechoslovak Cardiological Society ore to be 
congratulated What cannot be omitted is a sincere apprecia¬ 
tion of the work and friendliness of our medical colleagues m 
Prague, whose hospitality was not only generous but very' 
largely personal and spontaneous 


THE FUTURE OF GENERAL PRACTICE 

The future of general practice was considered by 
Dr Oscar Williams m a presidential address to the 
Association of Welsh Executive Councils at Llandudno 
on Oct 28 

Dr Wilhams remarked that it had been said that the 
general practiuoner was dead It was certainly true 
that, except in residential suburbs and south-coast 
resorts, applications for practice vacancies had fallen 
almost catastrophically What was to be done ? 

The clock could not be put back no practiuoner could now, 
as he did formerly, cope with all emergencies and problems 
But the pendulum had swaing too far the other way, for today 
the practitioner was forced to refer a high proportion of his 
pauents to a speciahst or a succession of specialists before 
uutiating treatment, and sometimes he might lose all control 
over his patient’s treatment 

Inevitably the status of the pracuuoncr (he could now hardly 
be called family doctor) had suffered—and tlus at a time when 
m the higher adrmmstrauve places opinion was moving away 
from increased institutional treatment, particularly of mental 
illness, of the very young and very old, and even for midwafcry 

Those who served on executive councils should welcome this 
rethinking, and should determine forthwith to play a more 
creative part in building a complete domiciliary service—^an 
aim wluch could be achieved only in cooperation with the 
public-health, hospital, and soaal services The general 
pracuuoncr could then become more of a personal doctor, 
concerned with the social aspects of disease, able and willing 
to advise the family on its problems, the children, the aged 
dependants, and the difficulties when the family had to cope 
with a mentally ill member 

Unfortunately there was at present little incentive to 
this end The Royal Commission on the Rcmuncrauon of 
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Doctors and Denusts had not supplied the answers its 
report imphed that indifferent work paid The essential 
miniTniim requirements ■were as follows 

The pracunoner should have rnore time to devote to each 
panentj and this emailed at once cuttmg big hsts and lowering 

He should be properlv housed, wath all the anciUarv help he 
needed. 

He should work closelv with his hospital and other colleagues, 
and he should m fact be mvited to participate acm eh in the 
work of the hospital and of local-authontv clinics, thus avemng 
the frustranons of overlapping 

He should be allowed far more practical pamcipanon in the 
work of hospitals Cluneal assistantships limited to sis months’ 
tenure were not the answer, nor e\en was the provision 
wherever possible of general-pracnnoner beds A familv 
doctor should be able to graduate mto the hospital service, as 
he could formerlv 

Another difficultv, which had been only half faced, was 
the general practitioner’s secuntv, or lack of it The 
doctor should have the nght, without fear of losmg his 
patient, of advismg the patient firmlv on the course he 
should pursue, and not merely prescribe the latest tablet 
A change of doctors should not be allowed without 
adequate grounds Fmallv, there should be some 
recogmtion of higher standards of work 


PENSION AIW BENEFIT INCREASES 

The proposed mcreases m pensions, benefits, and con- 
mbunonSj foreshadowed m the Queen’s speech, were 
announced by Mr John Boyd-Carpenter, Minister of 
Pensions and National Insurance, on Nov 2 The 
mcreases, which will cost an extra £160 miihon a 
year, wdl, subject to parhamentary approval, begin 
next April 

Var Pensions 

The basic rate of pension for 100*/o vvar disablement will be 
raised bv 12s (>d a week to 97s td Pensions for war widows 
with children, or over forty vears of age, will be mcreased by 
10s a week to 76s, with further mcreases for theu children. 

Kational Insurance Benefits 

The standard rates of retirement and widows’ pensions and 
sickness and unemployment benefits will go up to 37s M a 
week for smgle people and to 92s 6d a week for married 
couples, increases of 7s 6d and 12s 6d respecnvelv The 
allowance for each dependent child will be mcreased bv 
2s 6d a week, and for a widow’s child by 5s Maternity 
benefits, the guardian’s allowance, and the child’s special 
allowance are also bemg raised 

Industrial Injuries Ben^ts 

Injury benefit, now 85s a week, will be mcreased to 97s fid 
a week as wfll the pension for 100“i, disablement. The mdus- 
tnal widow’s pension of 56s a week will go up to 64s 

Contributions 

The flat-rate contribunoiis for employees m the graduated 
scheme will stay at about their present level instead of bemg 
reduced from nest April The flat-rate contributions for em¬ 
ployees contracted out of the graduated scheme, for the self- 
emploved, and for the non-employed will be mcreased. The 
contribunon from the taxpayer will al'O be mcreased, 

I\ational Assistance 

The scale rates for National Assistance will be raised by 
3s fid a week for a smgle householder and bv 5s for a married 
couple, to 53s fid. and 90s respectively There will be suitable 
increases m the other rates, mdudmg those for dependants 


SjTnposium 


IMMUNOLOGY 

IN THE RHEUMATIC DISEASES 

The Empue Rheumatism Council held a svrnposium 
on Immunologv m the Rheumatic Diseases m London on 
Oct 28, under the jomt chairmanship of Dr W S C 
COPE.VLAN and Prof John Squire 

Dr L E Glynn (Taplow) said that immune tolerance was 
an acqmred faculty, but one which could also be lost He 
outimed possible wavs m which antigen- or antibody-formmg 
cells rmght be altered with subsequent breakdown or av oidance 
of tolerance mechanisms 

Dr A G S Hni (Stoke Mandevdle) reviewed the climcal 
evidence that rheumatoid arthritis was a disordered immune 
response, and found httle to mdicate a hvpersensinvitv 
response 

Reportmg a jomt study with Dr I M Rorrr, Dr 
Hijmans (Leiden), and Dr E J Holborov'-, Dr DEBOR.nH 
Doniach (London) described results of testmg sera from 
patients wath thvroidius, svsteimc lupus erythematosus 
(s L E ), and rheumatoid arthnns for the presence of annbodies 
to thvTOid antigens, antmuclear factors, anncvtoplasmic factors, 
and rheumatoid factors About 10% of Hashimoto panents" 
gave positive antmuclear or anucvtoplasrmc tests, and the 
mcidence of low-nue anu-thvroglobuhn antibodies was 
mcreased m s L.E panents 

Serum complement was diminished m s le , Dr H A. 
Elus (Bimungham) found, and might be mcreased m early 
aenve rheumatoid disease, although it fell later, especially 
when rheumatoid-factor titres were high. 

Dr R. R. A Coombs (Cambndge) described the factor— 
immunoconglutinin—whidi appears m the serum of rabbits 
i mm unised with bacteria specificaUv agglunnated with ann- 
bodj m the presence of complement, or mdeed immumsed 
with bactena alone This factor, apparently an auto- 
annbodv to complement, can be detected m the serum m 
many human infections, but is mcreased also m rheumatoid 
arthnns 

Dr R. G White (London) desenbed the use of immuno- 
fluorescent methods to locate -glob ulin mtracellularlv m the 
plasma-ceU senes m the medullary tissue of lymph-nodes, and 
m their germmal centres He drew attennon to the folhcular 
hyperplasia and plasma-cell prohferanon found m rheumatoid 
lymph-nodes 

The significance of the rheumatoid serum factors was 
discussed by Dr J Ball (Manchester), who said that the 
rheumatoid macroglobulm factor for rabbit globulm could be 
detected m about of adults, and m significant ntre m 
2-5% of Northern Europeans Posinve tests were found 
(apart from rheumatoid arthnns) m a significant propomon 
of cases of s l e , svstemic sclerosis, digital artentis, and 
Sjogren’s svndrome About 35 °o of posinve tests m a 
random sample were associated with clmicallv detectable 
disease. 

Dr C L Greenbury (Stoke Mandeville) desenbed 
quanntanve expenments usmg radio-iodme to label rheumatoid 
factor or antibody, which mdicated that the amount of factor 
removable bv repeated absorpnon from a given serum vaned 
accordmg to the degree of sensinsanon of the absorbmg red 
cells 

Dr B Cruikshank (Glasgow) doubted whether -globulm 
was significant m the tenology of rheumatoid disease Only 
a mmonty of the plasma-cells m the inflammatory lesions of 
rheumatoid tissue had been shown to contam either 7S or 19S 
-globulm He had found histological changes m synovial 
tissue m ankvlosmg spondyhns essentially similar to those m 
rheumatoid arthnns, but associated neither with serum 
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and experimental observations, which is certainly relevant 
to the problem of chrome h 5 ?pertension m general, and 
possibly by analogy to essential hypertension This is the 
growing evidence of a change m mechamsm when high 
blood-pressure passes from the acute to the chrome stage 
Thus when hypertension is caused by some speafic 
lesion—e g, phsochromocytoma, adrenal cortical tumour 
or umlateral renal disease—the pressure frequently 
remains elevated when the primary cause is removed As 
far as present evidence goes, it does not seem possible 
to distmguish this chronic residual hypertension from 
essential hypertension on clmical, physiological, or 
anatomical grounds There is some evidence also of a 
difference m mechamsm between the hypertension of 
acute and chrome nephritis and early and late experi¬ 
mental renal hypertension These observations underhne 
the importance, first, of lookmg for a similar change m 
mechamsm m the development of essential hypertension, 
and, second, of considermg the possibihty of a common 
factor m the various forms of chrome high blood-pressure 
The striking thmg is that m aU these conditions a new 
eqmhbnum appears to have been estabhshed at a high 
level of blood-pressure which is consistent with many 
years of good health This would appear to involve a 
“ resetting ” of the homceostatic mechamsms which 
normally mamtam arterial pressure at a steady level 
There is evidence of such a resetting m the case of the 
baroceptors, but, as already mentioned, the evidence 
does not suggest that this is of causal sigmficance One 
of the most clear-cut observations m this field is the 
reversibihty of chrome renal hypertension In the 
laboratory ammal, renal hypertension of long durauon is 
reversed withm a matter of hours if the rend circulation 
is restored to normd In man a similar prompt reversal 
of chrome renal hypertension has been demonstrated 
when, in identical twms, a normal kidney has been 
grafted in a twm with chrome nephritis and the diseased 
kidneys removed Thus it is clearly estabhshed that, m 
the maintenance of chrome renal h 5 fpertension, no 
irreversible extrarenal mechamsm—structural or neuro- 
gemc—supervenes This does not of course exclude the 
partiapation of some extrarenal factor, but it does mdicate 
that m this form of chrome hypertension a metabohe 
renal disturbance almost certainly plays a pnmary 
role in resettmg the homceostatic regulation of the 
blood-pressure at a higher level In other forms of 
chrome hypertension, including essential hypertension, 
this hne of reasomng is effectively blocked by the fact 
that, at any rate until the late stages, there is no structurd 
basis for a rend mechamsm If therefore the kidney 
plays a role in the pathogenesis of essential hypertension 
It must be on the basis of a purely funcoond disorder, 
or of structural changes which have not been so far 
reveded by hght microscopy This is a mam problem 
for future in\ cstigation One of the most urgent needs 
IS a further clarification of the mechamsm of renal hjTper- 
tcnsion, for, from what has been said, this may open the 
waj to an imderstandmg of other forms of chrome high 
blood-pressure 

Views on the pathogenesis of essentid hypertension 
ha\e recently been expressed, on this and other occasions, 
in which the high blood-pressure is deemed to depend on 
a %anen of influences—geneuc, nervous, emouonal, 
dietary, renal, and endoenne—with the corollary that no 
cause IS hkely to be found m the great majonty 
s These “ mulnplc choice ” hyTiothcses, which 
race all the possible mechamsms of blood-pressure 


variation, fail to distmgmsh, and mdeed seem to discount 
the need to distmgmsh, these mechamsms from their 
provokmg causes The modes of producuon of blood- 
pressure elevation are undoubtedly mamfold and may 
differ in the wide variety of mdividuals who present with 
arterial hypertension But some single factor or hmited 
combmanon of speafic factors may well determme that 
one person gets “ essential hypertension ” whilst another 
does not 

Conclusion 

From these far-rangmg discussions I have attempted to 
outhne recent trends m vanous hues of research which 
seem to offer promise for the future The Prague sym¬ 
posium made a valuable contribution by brmging together 
workers from East and West, and by providmg the fullest 
opportumties for critical discussion of their diverse views 
It brought to the fore the problems and possibihnes of 
epidemiological research on the subject, and presented 
fresh evidence and ideas on haemodynamic factors 
Perhaps of greatest importance was the large representa¬ 
tion from the basic sciences—chemistry, physics, physio¬ 
logy, and pharmacology—for from these disciplines are 
most likely to come new techmques and methods of 
mquiry 

The programme arrangements of the symposium placed the 
emphasis on discussion rather than presentation of papers, 
and this was something of an experiment on which both 
WHO and the Czechoslovak Cardiological Society are to be 
congratulated What cannot be omitted is a sincere apprecia- 
non of the work and friendliness of our medical colleagues in 
Prague, whose hospitality was not only generous but very 
largely personal and spontaneous 


THE FUTURE OF GENERAL PRACTICE 

The future of general practice was considered by 
Dr Oscar Williams m a presidential address to the 
Assoaauon of Welsh Execuuve Councils at Llandudno 
on Oct 28 

Dr Wilhams remarked that it had been said that the 
general practiuoner was dead It was - certainly true 
that, except m residential suburbs and south-coast 
resorts, apphcaaons for pracuce vacancies had fallen 
almost catastrophically What was to be done ? 

The clock could not be put back no practitioner could now, 
as he did formerly, cope with all emergencies and problems 
But the pendulum had swung too far the other way, for today 
the pracuuoner was forced to refer a high proportion of his 
patients to a speciahst or a succession of specialists before 
iniuatmg treatment, and sometimes he might lose all control 
over his pauent’s treatment 

Inevitably the status of the practitioner (he could now hardly 
be called family doaor) had suffered—and this at a time when 
m the higher admmistrative places opmion was moving avvav 
from mereased mstituuonal treatment, parucularly of mental 
illness, of the v ery y oung andveryold, and even for midwifery 

Those who served on execuuve councils should welcome this 
rcthinkmg, and should determme forthwith to play a more 
creauve part m buildmg a complete domiciliarv service—an 
aim which could be achieved only m cooperauon with the 
public-health, hospital, and soaal services The general 
pracuuoner could then become more of a personal doaor, 
concerned with the soaal aspens of disease, able and willing 
to adviser the family on its problems, the children, the aged 
dependants, and the difliculues when the family had to cope 
with a mentally ill member 

Unfommately there was at present httle incenuve to 
this end The Roy-al Commission on the Remuncrauon of 



1>.0\'EMBER 12, 1960 


SYMPOSIUM 


THE LANCET 1081 


Doctors and Dentists had not supphed the answers its 
report imphed that indifferent -work paid The essential 
minim um requirements were as follows 

The pracnnoner should have more time to devote to each 
patient, and this entailed at once cutung big hsts and lowenng 
maxima 

He should be properly housed, with all the ancillarj help he 
needed 

He should work closely with his hospital and other colleagues, 
and he should m fact be mvited to pamcipate acmeh m the 
work of the hospital and of local-authonty dimes, thus a\ emng 
the frustrations of overlappmg 

He should be allowed far more pracncal pamapanon m the 
work of hospitals Clmical assistantships limited to six months’ 
tenure were not the answer, nor even was the provision 
wherever possible of general-pracnnoner beds A family 
doctor should be able to graduate mto the hospital semce, as 
he could formerlv 

Another difficulty, which had been only half faced, was 
the general practitioner’s security, or lack of it The 
doctor should have the nght, without fear of losmg his 
patient, of adwsmg the patient firmlv on the course he 
should pursue, and not merely prescribe the latest tablet 
A change of doctors should not be allowed without 
adequate grounds Fmally, there should be some 
recogmnon of higher standards of work 


PENSION AITO BENEFIT INCREASES 

The proposed mcreases m pensions, benefits, and con- 
tnbunons, foreshadowed m the Queen’s speech, were 
announced by Mr John Boyd-Carpenter, Mimster of 
Pensions and National Insurance, on Nov 2 The 
mcreases, which will cost an extra £160 rmlhon a 
year, wdl, subject to parliamentary approval, begm 
next April 

IPor Pensions 

The basic rate of pension for 100% war disablement will be 
raised by 12s 6d a week to 97s 6d Pensions for war widows 
with children, or over forty years of age, will be mcreased bv 
10s a week to 76s, with further mcreases for their children 

National Insurance Benefits 

The standard rates of retirement and widow s pensions and 
sickness and unemployment benefits wiU go up to 57s 6d a 
week for smgle people and to 92s 6d a week for mamed 
couples, mcreases of 7s 6d and 12s 6d respectively The 
allowance for each dependent child will be mcreased by 
2s 6d a week, and for a wndow s child bv 3s Maternity 
benefits, the guardians allowance, and the child’s special 
allowance are also bemg raised 

Industrial Injuries Benefits 

Injury benefit, now 85s a week, will be mcreased to 97s 6d 
a week, as will the pension for 100% disablement The mdus- 
tnal wadow’s pension of 56s a week will go up to 64s 

Contributions 

The flat-rate contributions for employees m the graduated 
scheme will stay at about their present level instead of bemg 
reduced from next April The flat-rate contributions for em- 
plovees contracted out of the graduated scheme, for the self- 
employed, and for the non-employed will be mcreased The 
contnbution from the taxpayer will also be mcreased 

National Assistance 

The scale rates for National Assistance will be raised by 
3s 6d a week for a smgle householder and by 5s for a married 
couple, to 53s 6d and 90i respecuvelv There wdl be smtable 
mcreases m the other rates, mcludmg those for dependants 


Symposium 


IMMUNOLOGY 

IN THE RHEUMATIC DISEASES 

The Empire Rheumatism Council held a symposium 
on Immunology'm the Rheumatic Diseases m London on 
Oct 28, imder the jomt chairmanship of Dr W S C 
CoPEMAN and Prof John Squire 

Dr L E Glynn (Taplovv) said that immune tolerance was 
an acqmred facultv, but one which could also be lost He 
outhned possible ways m which antigen- or antibodv-formmg 
cells might be altered wath subsequent breakdown or av oidance 
of tolerance mechamsms 

Dr AGS Hill (Stoke Mandevalle) revaewed the clmical 
evadence that rheumatoid arthritis was a disordered immune 
response, and found httle to mdicate a hypersensitivity 
response 

Reportmg a jomt studv wath Dr I M Roitt, Dr 
Hijmans (Leiden), and Dr E J Holborow, Dr Deborah 
Doniach (London) described results of testmg sera from 
pauents wath thvroidins, systemic lupus erythematosus 
(s L E ), and rheumatoid arthritis for the presence of antibodies 
to thyaoid antigens, antmuclear factors, anucvaoplasnuc factors, 
and rheumatoid factors About 10% of Hashimoto patients 
gave posmve antmuclear or anucyaoplasmic tests, and the 
mcidence of low-ntre ann-thyToglobuhn antibodies was 
increased m s l E patients 

Serum complement was diminished m s L e , Dr H A 
Ellis (Binnmgham) found, and might be mcreased m early 
aenve rheumatoid disease, although it fell later, especially 
when rheumatoid-factor utres were high 

Dr R R A Coombs (Cambndge) described the factor— 
immunocongluonm—whidi appears m the serum of rabbits 
immunised with bacteria specifically agglutmated with anu- 
body m the presence of complement, or mdeed immuni sed 
with bacteria alone This factor, apparently an auto- 
annbody to complement, can be detected m the serum m 
manv human infections, but is mcreased also in rheumatoid 
arthnUs 

Dr R G White (London) described the use of immuno- 
fluorescent methods to locate i-globuhn mtracellularly m the 
plasma-ceU senes m the medullary tissue of Ivmph-nodes, and 
m their germmal centres He drew attenuon to the folhcular 
hyperplasia and plasma-cell proliferation found m rheumatoid 
lymph-nodes 

The sig n ifica n ce of the rheumatoid serum factors was 
discussed by Dr J Ball (Manchester), who said that the 
rheumatoid macroglobulm factor for rabbit globuhn could be 
detected m about 40% of adults, and m significant ntre m 
2-5% of Northern Europeans Posiuve tests were found 
(apart from rheumatoid arthntis) m a significant proportion 
of cases of s l e , systemic sclerosis, digital anentis, and 
Sjogren’s syndrome About 35% of posmve tests m a 
random sample were associated with climcaUv detectable 
disease 

Dr C L Greenbury (Stoke Mandeville) desenbed 
quanntanv e experiments usmg radio-iodme to label rheumatoid 
factor or antibody, which mdicated that the amount of factor 
removable by repeated absorption from a giv en serum v aned 
accordmg to the degree of sensinsanon of the absorbmg red 
cells 

Dr B Cruikshank (Glasgow) doubted whether -globuhn 
was significant m the anology of rheumatoid disease Only 
a minority of the plasma-cells m the inliainmatory lesions of 
rheumatoid nssue had been shown to contain either 7S or 19S 
T-globulm He had found histological changes m synovaal 
tissue m ankylosmg spondyhns essenuallv similar to those m 
rheumatoid arthnns, but associated neither with serum 
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rheumatoid factor nor vith increased serum-Y-globulin In 
agammaglobuhn'Emic rheumatoid disease, too, plasma-cells 
verc virtually absent from the inflammatory lesions 

Dr J N McCormick (Stoke Mandeville) had used partially 
denatured human vglobulm labelled with fluorescem to 
detect rheumatoid factor m unfixed frozen biopsy material 
from rheumatoid arthnus The cells contammg the factor were 
mainly plasma-cells, and were most numerous m rheumatoid 
synovial tissue The globulm of the gerimnal centres, 
although abundant, appeared to contam very little rheumatoid 
factor 

Fluorescence methods of locatmg tissue antigens (usmg 
fluorescein and rhodamme conjugates) were also described by 
Dr G Scott (Stoke Mandeville) Usmg anti-glomerulus and 
antisynovial-membrane conjugates, he had defined three 
components of human connective tissue by immunohisto- 
chemical stainmg 

Dr W R M Alexander (Edinburgh) had found that 
synovial fluid from rheumatoid-arthritis patients injected 
intradermally m other pauents or controls, often gave rise to a 
delajed skin reacuon, apparently of the Mantoux type The 
active factor, a -globulm, was very unstable, and usually 
did not cause a reaction in the donor’s own skin 


Discussing his ex-perience with antmuclear serum faaor as 
resealed by the fluorescent-annbody method. Dr D M Weir 
(Taplow) said that the faaor was almost invariably present in 
SLE, but was also found m rheumatoid arthritis, discoid 
lupus, and some other related conditions, although much less 
frequently and usually m lower titre He descnbcd laboratoij 
mvestigations on the nature of the anugen(s) reaaing with tlic 
serum factor 

Dr G J Friou (Yale) had studied antmuclear faaor using 
fluorescent and radioacme labelled antihuman globulm wi± 
whole nuclei, and nucleoprotem, as antigens 

Dr W Hijmans (Leiden) regarded the l e cell factor as an 
antibody against nuclear material, and described quantitame 
precipitm studies between desoxyribosenuclcic acid and 
serum, and complcmcnt-fixauon studies with histone He 
gave reasons for not considermg the serum faaor as 
pathogemc 

Dr E J Holborow (Taplow) considered the antigenic 
possibilities of the polysaccharides of connective tissue He 
outlmed natural and experimental methods of enhancmg anu- 
genicity of polysaccharides and drew attention to the lack of 
knowledge of whether they could take part m hypersensimity 
reactions 


Medicine and the Law 


The New Criminal Justice Bill 

This Bill deals mainly with offenders under 21 Its 
main objects are to make wider provision for the use of 
borstal trairung and of detention centres in dealmg with 
young offenders, to discontinue short sentences of im¬ 
prisonment as more detention centres become available, 
and to extend the provision of compulsory aftercare 
Changes are also proposed m the law relating to approved 
schools 

Part I remodels the custodial forms of treatment for 
yoimg offenders No new forms of treatment are pro¬ 
posed, but exisong methods, parDcularly borstal trairung 
and detention centres, are extended to more offenders 
Imprisonment will eventually be restricted to cases where 
no other sentence is appropriate The new scheme 
depends on the provision of more borstals and more 
detention centres, and will be mtroduced by stages as the 
additional insututions are ready 
Borstal Trasnwg 

The minimum age for a sentence of borstal traimng is 
lowered from 16 to 15 and the court will be able to pass such a 
sentence whenever they think it expedient that the offender 
should be detamed for trainmg for not less than six months 
But if an offender is under 17, the court, before passmg a 
borstal sentence, must deade that no other method of dealmg 
vvitli him is appropriate The maximum term of borstal trainmg 
IS reduced from three y ears to tw o years and the minimum term 
from mne months to six months 
Irnpnsomrmt 

The impnsonmcnt of young offenders is rcstnacd to 
sentences of not more than six months or long sentences of 
three years or more (except for some offenders who have 
alreadv been m prison or a borstal) Short sentences of im¬ 
prisonment arc to be abohshed by stages as more detenuon 
centres become available Impnsonmcnt of offenders under 17 
IS abolished, but the power of the higher courts to sentence 
children and voung persons found guilty of grave crimes to 
detention as the Seactarv of State mav dirca is extended At 
present, this power is confined to offences of attempted murder, 
manslaughter, or woundmg wath mtent to do gnevous bodily 


harm The Bill extends it to include any offence for which an 
adult could recave a sentence of 14 years’ imprisonment or 
more 

Detenuon Centres 

Where the court decides that a short period of traimng is 
appropriate, the offender will be committed to a detention 
centre For offenders until 17 dealt with by a magistrates’ 
court, the period of detention wall be a standard term of three 
months The higher courts will have discretion to fix the period 
of detention within a minimum of three months and a maximum 

of SIX 

Approved Schools 

The law about committal to an approved school is not 
altered, but die Bill provides that a boy or girl of not less than 
15 can be removed temporarily from an approved school on a 
justice’s warrant, if this is necessary to mamtam disciplme, to 
another approved school, a remand centre, or a remand home 
for up to twenty-eight days Offenders who turn out to be 
unsuitable for approved-school trainmg, but are likely to 
benefit from borstal trainmg may, with the consent of the 
Seaetary of State, be brought before a magistrates’ court, 
which will have power to order their transfer to borstal 

Attendance Centres 

The minimum age at which a child may be ordered to attend 
at an attendance centre is reduced from 12 years to 10 

Fines 

New and, in general, higher limits are set to the fines that 
magistrates’ couns may impose in respea of offences committed 
by children and young persons, and the obligauon on a parent 
to pay damages of costs awarded against his child is extended 
to the payment of compensation for loss Enforcement of fines 
will be by committal to a detenaon centre or a remand home 
for offenders under 17 
Compulsory Aftercare 

This IS usually undertaken by probation officers It is 
extended for the first ume to all offenders who are released from 
a detenuon centre (unless they were sent there for a def^t) 
and to some categories of people released from pnson The 
extension of compulsory aftercare to cx-pnsoners will be 
duced by stages When it is completed it will include all 
sentences offour y ears or more whatever the age of tlie offender, 
all sentences of six months or more where the offender was 
under 26 at the start of the sentence, and all sentences of six 
months or more when the person has previously had a pnson 
sentence of three months or more or a borstal sentence 
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In England Now 


A Rurmrg Ccmn-cntary by Penpatcnc Correspondents 

Once again the Director-General’s Eserase—this rear 
named Wlute Swan—gave us a programme packed with 
mterest, a shoji-wmdow of ideas for the future. Some wiU be 
discarded, but others will bear frmt 1 asked three vers semor 
officers what was the biggest problem facmg the Army Medical 
Services today One said the acquisiuon of broader professional 
experience. Another said the recruitment of other ranks (and 
gave me an entertaining lecturette on how to do it) The third 
said transport, transport, and transport agam If vou can 
transport the sick and wounded, quicklv and shocklesclv, over 
long distances to the medical centres, vou can economise m 
medical manpower and equipment—and that appeals both to 
the operauonal commander, who wants to slim his administra¬ 
tive tail, and to the manpower planner, faced with a return to 
voluntarv service after twentv vears of conscription Trans¬ 
port todav and tomorrow means air transport (the dav after 
tomorrow it mav mean hovercraft or rockets) and the D G 
dulv showed ps long-range aircraft, the rotodvne, hehcopters— 
the lot. A French general told us about the enormous use made 
of hehcopters by the French armv m Algeria The sis-vear-old 
Algerian war has given the French more experience than anv 
other nation of air evacuation, hut he mdicated that the French 
Armv did not want to go on accumulatmg this experience. 

We also saw the latest types of civil ambulance cars, some 
with bodies completelv constructed of plasnc reinforced with 
glass-fibre, which is strong, hght, rustless, and never needs 
pamtmg Yet with road congestion gettmg worse everv dav, 
will not the local health authorities have to ms est m hehcopters ^ 
Let the R.A.hLC. show the way At the Cambndge Hospital 
they could establish an acadent centre, equipped with heh¬ 
copters and aenal cameras, to serve the whole of the Aldershot 
distncL The casualtv department would be staffed with 
surgeons of the requisite experience, a hehcopter-ambulance 
could be at the scene of an accident m a matter of mmutes 
(even on bank hohdavs), and every acadent could be photo¬ 
graphed from the air ^Tiat a contribution such a unit could 
make to research mto the causation, prevention, and treatment 
of road acadents* 

An excellent currv—made with dehvdrated mgredients and 
served m a hangar—^revived our spmts after the cold of the 
airfield. We saw the impressive efforts which are bemg made to 
modernise and improve militarv medical equipment The 
Plastic Age is dawnmg, and the reductions m total weight and 
bulk are nothmg short of dramatic The new hghtwaght 
medical p anni ers were demonstrated bv an extremely smar t 
Nigerian private who has won the Duke of Edmburgh’s gold 
award 

I am not yet convmced of the value of the umversal con- 
tamer—a h^tweight room that mn be earned by air and 
deposited on anv litde flat piece of ground We saw it bemg 
used as an operatmg-theatre, as a pathologv laboratory, as an 
advanced medical store, as a heatstroke centre, and as the 
examination and treatment room for a 10-bed medical reception 
stanon Perhaps it was the si^t of ten “ patients ” Ivmg m 
bed m the pounng ram (were there not enough canvas roofs 
to go round 5) that made me feel that further expenment m 
the design of tentage and supports is what is reallv needed. 
The School of Healdi gave us an admirably strai^tforward 
demonstrauon of ten basic health routmes for the soldier, after 
which there was a bit of a barney about urme tests for paludrme. 

The Exercise gets more Uke an mtemanonal congress every 
vear None of the American officers would hazard a guess 
on the result of the Presidential election Emment officers 
from the Indian subcontinent spoke to me gloomily about 
the changed status of their aOOO-vear-old Magmot lane of the 
Himalavas A Canadian officer told me that the mtegranon of 
the Canadian Forces medical branches (which so bewitched our 
pohncal mentors m the Selea Committee on Estimates) had 
scarcely (hanged anvthmg Just at present, mtegranon seems 


to be more urgently needed m certain pohncal ardes than 
anvwhere else. At the Exercise supper a well-known authority 
on malaria prevennon presided with patriarchal dignity over 
a table of prettv nursmg officers, and somebodv round the 
piano sang “ I’m Dreammg of a White Swansong ” 

• • • 

I am, I confess, a secaet thinker, and one day m the rush- 
hour I caught mvself at it again. Suppose a Neptunian 
saennst (people on Neptune are verv large) knowmg nothing 
about life on Earth were to hover over some of our greater 
ones, studvmg the traffic. He would nonce that the muln- 
coloured shining pamcles which moved m certam natural 
channels appeared to obey certam laws These laws, it is true, 
would not alwavs be ngidlv followed, thev would be approx¬ 
imate, stansneal, stochasne laws, similar to those of chemical 
kmencs and thermodvnamics m our own saennfic culture. 
He would ob'ene, for example, that when a space appeared 
among a stream of pamcles, one of them would mevitably 
sooner or later move mto the gap, so that the place left b ehin d 
It could m turn be filled bv another pamcle and so on, gi\mg 
the overall effect of a sluggish wave-like forward monon. He 
might well postulate some kmd of force, tendmg to move the 
pamcles bv mutual pressure mto regions of low populanon 
densitv “ Nature ”, he imght aphonsncallv say to himself, 
“abhors a vacuum.” Or he might nonce that when the 
populanon-densitv was high, the noise-level also tended to be 
high, or there imght be a relanon between the average rate of 
the forward wave-monon and the densitv, or between the 
noise-level and the mean distance travelled without colhsion. 
In short, our Nepnmian rmght soon build up a set of traffic 
laws akm to the gas laws of physics 

At this pomt m my meditanons I stopped mv forward wave- 
monon with something of a jolt, causmg a transient sharp rise 
m the local noise-levek If a Neptunian were to look on us 
like that, would he be domg anvthmg fundamentally different 
firom what we do when we study the molecules of a gas ’ And 
would It ever occur to him that each one of those cunous shmy 
particles, with their semi-random, semi-determmate monons, 
might contam a hvmg, sennent, meditative bemg such as 
mvself^ Well, then, how about the gas molecules’ Who 
might there not be inside them, I asked mvself And, do you 
know, the thought has bothered me smee After all, how 
do we know that an atom doesn’t think of itself as jiE ’ It’s 
time somebodv looked mto the matter, m my opmion, because 
if we go on treanng the atoms the wav we do now, some day 
there’ll be trouble. 

• • • 

We had a rotten trip baiffi fom the States Even the official 
log of the Maicretana described the cnnchtions as “ strong 
NTv gale, very rough sea, verv heavy N’lv swell ” After long 
deferment of hope m successive arrivals at Cobh and Le Havre, 
we reached Southampton I telephoned my wife and arranged 
for her to meet me m Newcastle at 7 A.M The boat tram took 
me to London, where I boarded the sleeper at Kmg’s Cross 

I woke up at 6 aai., and refleaed that this was the runth day 
smee leavmg New York, but that I would be home m an hour 
The attendant brought tea I remarked that it seemed very 
(juiet outside. “ Yes, Sir,” he said, “ I’m afraid we re still m 
Northallerton, and we’re an hour b ehin d time. I’m just 
gomg to find out what’s the matter ” He was back m a few 
mmutes to say " It seems. Sir, that the fire went out. They’re 
busy trymg to get it gomg agam.” 

Not even the nch new explenves that I had learnt m 
America were of any use to me I was speerhless 
• • • 

Our quiet, shv, third-year medical student disappeared 
behmd the screens to examin e a middle-aged blonde panent 
All was well for a few mmutes as his examination proceeded, 
but suddenly the quiet of the ward was shattered by scream 
upon scream and the words “ I wouldn’t even let my husband 
do that.” The student emerged bl ushin g furiously to explam to 
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Sister, who advanced m a menacing way, that he had only been 
ehciting the patient’s plantar responses 


Letters to the Editor 


• • • 

A long tune ago I made the mistake of learmng how to use 
a desk calculating machme It was useful to me at the time, 
because I do not like doing sums apd it was much mcer to 
have a thmg like a typewriter to do them for me But it got 
me a reputauon which did me no good at all, and I became 
known as the department’s statistician (unpaid and quite extra 
to my proper )obs) and general calculator-man I have never 
been strongrmnded enough either to repudiate the status or to 
iilfeist on people learning to do sums for themselves Now, to 
put the seal on my position, I have been sent on a computer 
course because “ it might be useful if you get the know-how ” 

I must say the computer people were very nice and friendly 
to us (I could be friendly too, if someone wanted to learn 
from me how to use my little desk machine mstead of wantmg 
It done for him ) Their machme was friendly too, a bit dour 
the first time we called on him, but then he was said to have 
a pain in his inside, and an appreciable smell of beer m his 
neighbourhood suggested that he knew how to look after 
himself when out of sorts Later he was in splendid form, 
inverung a large matrix and playmg a happy tune on his 
hooter to announce progress after each thousandth sum or 
so— 1 e , a brisk toodleoodleoo, tvith a thousand to each 
“ ooo ” Our job. It appeared, was to learn a language which 
he could imderstand well enough to translate mto his own 
dialect, and presently we were wntmg 

A = 2 
B = 2 
A = AB 
print (A) 

which seemed a funny way of puttmg 2x2 and downright 
wrong algebra But presently we grasped bits of it, and were 
happily composing letters to the supermachine and even 
typing them ourselves on the teleprinter which makes the 
only kind of signs he is really interested in reading 
Bj the end of the course the real mathematicians had 
become obvious, while some amateurs had fallen by the way- 
side altogether This was not quite my fate, but I did get a 
bit mixed up about what was computer-work and what tvas 
not I wandered into the unit’s common room and was 
mtercsted to find The Times with the crossiVord only half done 
The supermachine couldn’t have been too slow to finish, it 
was nice to think that in some wajs he might have been too 
stupid But then computers tire apt to have a streak of 
stupidity look at me still domg the department’s sums for 
them I never thought that this course would show me that 
what I have most in common with supermachmes iS a willmg 
nature 

• • « 

Aunt Pash mUfet be one of m> oldest patients She is said 
to be 93, has one eye, and a colostomy She lost her eye in 
“ one of they girlish pranks ” I am not sure what she means 
by that, but knowing Aunt Posh, I fear the worst I usually 
Msit her hut on the beach when 1 am in that pan of the district, 
but three times lately it has been empty, and neighbours told 
me that Pash was visiting However, the last time I was up the 
Bay, she was home agam, and hbr hut was, aS ever, chaotic 
with spinning and quilung This time there were rto talcs of 
her girlhood—the more lurid of which always ended with 
‘ Ah, my dear, the tales I could tell’ee, the talcs I could 
tell ec ” No, she had been out galhvanung, and mightily she 
had enjoved herself A distant cousin had moved house, and 
she had gone to help Now it may not be remarkable for an 
clderlv lady toholdvcrv small pieces of china at a housemoving, 
but in Newfoundland housemoving litetally means house- 
movmg Tile house is taken from its foundation, hauled down 
to the edge of the water, floated on to a raft, and toned to its 
new site Once there it is dragged out and hauled into position 
It IS a backbreaking job, and all hands are needed on the lines 
This IS what Aunt Pash had been doing on her holiday Later 
I was told tliat she Ind worked as hard as anvonc and cussed 
better than most I don t doubt it at all 


FUTURE ORGANISATION OF PATHOLOGISTS 

Sir,—S ince with the approach of voting-day for patho¬ 
logists, past-presidents of the Associauon of Clinical 
Pathologists have written to press the advantages of the 
recentoffer ” of the Royal College of Physiaans, I write 
to point to one important fact and event in the history of 
the Assoaation that has been omitted from recent 
discussion and documents 

The Association of Clinical Pathologists became 
incorpordted on Feb 12, 1956 This was the culmination 
of the labours of a devoted secretary and had been 
pursued with enthusiasm by presidents, officers, and 
council, and the members and all knew that this was the 
imtial stage m the formation of a new and independent 
college 

What IS It, therefore, that has caused presidents, 
officers, and coilncil now so eagerly to favour “ the present 
generous and uneqmvocal terms ” of the recent offer 
of the Royal College of Physicians ? 

That a diploma of membership of a division or faculty 
of a Royal college would be an almost immediate result 
of acceptance of the offer is certain, and this would 
meet one of the needs of pathologists without any great 
effort—^merely the subscription of foundauon member¬ 
ship, or examlhation and membership fees But the 
status that this diplorha might confer would be some¬ 
what reduced by the inferiority attachmg to a division 
or faculty (That a faculty is regarded as mferior is 
witnessed by the current action of a most ancient medical 
faculty that seeks by legislation to alter its title to Royal 
College of Physicians and Surgeons of Glasgow) Surely, 
the seniors m the Associauon are not unaware of this 
implication of inferiority which is not disgmsed by the 
use of the term division Why is it therefore that they 
advise a “ short-cut ” when the Association has progressed 
to incorporation unaided ? Everyone knows that a new and 
independent college may require a few years to have its 
diploma of membership recogmsed, everyone knows that 
a new college is not founded and nurtured without great 
effort and equally great sacrifice Those who earnestly 
and sincerely consider that an independent college should 
be the heritage of our registrars, and in turn their registrars, 
would work willingly and make sacrifices Is it that m the 
remaining years of their working lifetime the seniors 
would rather they held high office and cxammcrship in a 
subsidiary faculty (of which they arc fellows through being 
fellows of the parent college) than be concerned with 
great efforts the fruits of which would be enjoyed by 
posterity and not by themselves > Or, to put it at a higher 
level, IS It that the senior pathologists who arc fellows of 
the Royal College of Physiaans arc using thcif influence 
to secure to this college, at the umc of rebuilding, and for 
a long ume, revenue from the pathologists that in the 
first instance might amoimt to around £25,000 ’ 


London, V IS 


J F Heggie 


Sir,—D r Joan Taylor and Professor Pulvcftaft arc two 
of my oldest friends, but I am bound to tell them that most 
of their letter of Nov 5 is rubbish 

Professor Pulvertaft has had much cxpcnencc in the 
appointment of pathologists Has he ever found the 
absence of a spcafic higher qualification a handicap > And 
if so, how often’ (In this debate a few quantitative state¬ 
ments will be refreshmg) He makes appointments, as 
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everyone else does, on the confidential advice of his 
colleagues and on his own judgment If he has made an 
occasional mistake I have httle doubt that it has been 
when the fluttermgs of his warm heart have silenced the 
warnmgs of his cool head In our hfetime it has been 
characteristic of pathology—more, I think, than of any 
other branch of medicme—that it has drawn its adepts 
from a wide variety of sources the prechmcal sciences, 
pubhc health, and general practice have aU contributed 
colleagues whom we respect There have been those 
pathologists who combmed the humblest medical quahfi- 
cations with fellowship of the Royal Society It is one of 
the weaknesses of the N H S that it is more difficult than 
It was to change from one speciahsed branch to another 
To add any degree or diploma which makes the entry mto 
pathology more difficult or more rigid can only impoverish 
the saence 

“ Academic centre ” is, I suppose, lookmg-glass 
language for a college or faculty The adjective is an 
unusual one to apply to any existmg body of this kmd 
except, perhaps, the Royal College of Surgeons As for 
“ a body to speak for pathologists ”, thmgs have come to 
a pretty pass if Dr Taylor and Professor Pulvertaft are 
no longer able to speak for themselves To whom is this 
body to speak and about what ’> And who on earth would 
be able to speak for such a disorderly mob of mdividuahsts 
as we are ^ 

In all this mtermmable debate the talk has always been 
of examinauons and diplomas but seldom of trairung Is 
it not time that we abandoned this babu attitude > The 
Doctor and the Professor and I all learned pathology m 
the bad old way, picking up knowledge and experience as 
we could, piecemeal and without a plan The example of 
the course for the diploma m bacteriology has shown that 
a more systematic traiiung is not only possible but desir¬ 
able I see no reason why the same methods should not 
be apphed to other branches of pathology if some umvetsity 
will give them a trial 

Hoccombe, Somerset J A BOYCOTT 

Sir, —For Dr Joan Taylor and Professor Pulvertaft 
I have the greatest adnurauon and respect, but their idea 
of an academic centre for pathology m London seems 
completely out of touch with the ideas of those of us who 
work some distance from London 

The higher qualification and the body to speak for 
pathologists can be achieved at a very small cost Dr 
O’Gorman (Nov 5) is rightly daunted by the cost of a 
bmldmg, but what pathologist outside London is gomg to 
use such a buildmg ? 

For meetmgs, the Pathological Society and the Associa¬ 
tion of Chnical Pathologists have been able to enjoy the 
hospitahty of numerous bodies all over the country The 
College of Pathologists could do likewise 

Why should not the College of Pathologists start m 
a small way hke the Royal College of Obstetriaans and 
Gynaecologists ’ 

As for withdrawmg, as Dr O’Gorman suggests once 
we are m the Royal College of Physicians it iviU be 
impossible to withdraw from that body without its per¬ 
mission The constitution of that body is authoritarian, 
and It would be unreasonable to expect permission to 
withdraw to be granted, as G G imphes(Nov 5,p 1025) 

No, Sir' The only solution appears to be the logical 
conclusion of Peter Davey’s argument He says that the 
physiaans are notable Greek scholars They therefore 
know that a pathologist is a man who studies disease 


Their work is therefore pathology, not physic, which is 
the study of Nature 

Let them show their greatness by changmg their name 
to the Royal College of Pathologists We will then jom m 
with them, so possibly wiU the other Royal Colleges' 
(Or am I optimistic^) We shall then have a body able 
to speak for the whole of Medicme 

The alternative more likely to be acceptable is for the 
pathologists to have their own College, and for all the 
medical colleges, faculue's, associations, and societies to 
join together to form an Academy of Medicme for that 
purpose 

Mumbles, Swansea ^ ^ ^ WALTON 

Sir, —^As an ordmary pathologist of a very peripheral 
hospital, may 1 support the plea of Dr Joan Taylor and 
Professor Pulvertaft for a vote in favour of the division of 
pathology withm the Royal College of Physiaans I 
started tlus year firmly in favour of an mdependent college 
and, because of the accident that it was my turn to be 
branch president, found myself defendmg this view on 
behalf of the North of England branch at a special meetmg 
of the council of the Associauon of Chmcal Pathologists 
held m February Because of this I subsequently had 
qmte a long exchange of views with vanous members of 
the council, and have smce become convmced that a 
division within the Royal College of Physiaans will meet 
our needs 

In the Widdicombe File, G G discusses the vanous 
obstacles m the way of an mdependent college and shows 
how they imght be overcome, but he does not mention 
the greatest obstacle of all This is that the great majority 
of the leaders of our specialty do not favour the estabhsh- 
ment of an mdependent college at the present time, but, 
m all smcenty, prefer the R C P soluuon It seems to 
me that it is possible and right for the mam body pohnc 
of the Association of Clmical Pathologists to stop—^if it so 
wishes—^its leaders from going a certam way, but more 
than this is not possible The real issue m the forthcoming 
poll therefore is not between the R C P and an indepen¬ 
dent college but between the R C P and nothmg at aU for 
many years to come With the Royal Commission 
fimshed, the next ten years may be all-important in 
shapmg the future pattern of British medicme, and it will 
be bad for both medicme and ourselves if durmg this time 
we alone among the major speaalties have no ofBcial 
orgamsation 

Northallerton 1^ COLEMAN 

Sir, —Discussions on the future of chmcal pathology 
have assumed that it has a future m the form we know 
today The supporters of a College of Chmcal Patholo¬ 
gists ought to discuss this assumption and have not done 
so, association with the Royal College of Physicians 
mvolves considerably less mortgage of the future 

We are not endowed with the gift of prophecy Twenty-five 
years ago few would have envisaged the position that chmcal 
pathology enjoys today To assume that the present pattern 
will exist unchanged m 1985 is to make an improbable assump¬ 
tion Two branches (htematology and chemical pathology) are 
growmg rapidly and show signs of passmg out of the ken lioth 
of the general physician and of the chmcal pathologist 
Hematology is already well on the way to becommg a sub- 
specialty of mteraal medicme More slowly, chenucal path¬ 
ology IS gomg the same svay, the advent of automation, lessenmg 
as It must preoccupation with techmque, will accentuate this 
trend Of the other branches of chmcal pathology, hospital 
oacteriology is bemg divided more and more between the 
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specialists in hygiene and therapeutics Remains pathology 
proper, the practiuoners of which have always had a well- 
defined subject which does not take them to the bedside nor 
make them primarily technicians, it is probably the branch of 
pathology destmed to change the least It seems at least 
unlikely that most of the subject-matters of climcal pathology 
tvill remam m the hands of a group called climcal pathologists 
and a College of Clinical Pathologists, if established, could 
become another South Sea House and an obstacle to progress 

For reasons set out by Dr Joan Taylor and Professor 
Pulvertaft present acDon is needed such acDon should 
leave the future uncommitted as far as possible Associa¬ 
tion with the Royal College of Physicians is the only 
logical course 

Sheffield Arthur Jordan 

A letter from the Widdicombe File appears on 
p 1094— Ed L 


USE OF BRL 1241 

Sir, —Dr Novick’s letter (Oct 29) covers well-trodden 
ground and adds httle except speculation to what we 
already know By now several thousand strains of 
Staphylococcus pyogenes have been tested, and so far no 
“ celbemnase ’’-produemg orgamsms have been found 
This suggests that they are rare if they exist at all, and are 
considerably rarer than pemcilhnase-producers were at 
the time of the introduction of pemcilhn On the other 
hand we are all agreed that bacteria often yield mutants 
which bypass the injurious effects of a chemical agent in 
some way other than destroying the drug This is an 
alternauve and more common method of developing 
resistance to an antibiotic In the case of pemcilhn such 
mutants can readily be obtained by selection m the 
laboratory, but have not been shown to be the cause of 
lesions in man Thus of the ttvo kmds of resistance to 
pemcilhn only the one based on the destruction of the 
drug by an cnz 3 Tne is chmcally imponant Smee 
‘ Celbemn ’ is a derivative of pemalhn having in all 
probabihty essenually the same mode of action it would 
be reasonable to expect that resistant mutants (non- 
“ celbemnase ”) might also lack pathogenicity, even 
though retaimng coagulase and other characters How¬ 
ever, whether this expcctauon is unfounded, and strains 
do exist which retam sufficient virulence to be of climcal 
importance and m addition are endowed with suffiaent 
commumcabihty to occupy the biological space in 
hospitals, can be determined only by carefully controlled 
climcal observadons 

The demonstrauon of celbemn-resistant staphylococcal 
mutants was probable on general grounds and would be 
expected to follow the pattern of muldple steps of muta¬ 
tion seen with pemalhn, each step resultmg in greater 
resistance As the scrum levels obtamablc with celbemn 
at present are more restricted than tvith pemalhn, it is 
concatablc that first or second step mutants could 
acqmre suffiaent resistance in vivo to escape therapeuuc 
acuon, and yet retam pathogematy With spraymg, 
however, this is less hkely to occur since much higher 
concentrauons can be achieved locally and the mutants 
succumb to the higher doses of the drug Resistant 
mutants arc not man-made, only seleacd, and on spccula- 
tivc groimd at any rate arc more hkely to result from 
therapeutic use than from spraying 

Dr Novick says that “ it is conceivable that the 
method might be used indefimtcly without unfortunate 
consequences, and it could be argued that the risk involved 
IS acceptable m vaew of the advantages This nsk must. 


however, be assessed in the hght of the history of the 
fight against the staphylococcus ” We submit that this 
IS precisely what we did—beanng m mind the funda¬ 
mental chnical problem of pemcilhn resistance 

It must be admitted that a complete victory along these 
hnes IS perhaps not in sight, but that should not mike one 
jetDson a hne of research on theoretical grounds The 
spraymg of carbohe by Lister did not altogether banish 
hospital gangrene, but while it was m use undoubtedly 
saved a great number of hves We believe that the 
discovery of celbemn by the Beecham group was a mile¬ 
stone m the history of antimicrobial agents and will 
certainly lead to new and powerful drugs in the future 
In the meanume expenments with spraying should 
continue unul their value is proved or their risk demon¬ 
strated on a factual basis 


BocierioJogy Deparijncnt, 
St George s Hospital 
Medical School, 
London, S W 1 


S D Elek 
P C Fleming 


PROGNOSIS AND ANTICOAGULANT PROPHYLAXIS 
AFTER CORONARY OCCLUSION 
Sir, —In their very valuable article of Nov 5 Professor 
McMichael and Dr Parry suggest that the unusually good 
5-year survival-rate of doctors after cardiac infarcuon is 
because “ no doubt they can take greater care of them¬ 
selves and avoid undue physical strain ” It is surprising 
that the authors, who are so rightly criucal of loose 
thinking and impreasion in others, should make such a 
dubious statement What does “ taking care of them¬ 
selves ” mean And what evidence is there that " avoid¬ 
ing imdue physical strain ” prevents further infarcts ? 

I submit that a more plausible explanation of the 
apparent good prognosis m doctors is that their minor 
cardiac infarcts are more often diagnosed than arc the 
minor mfaras of the laity, the symptoms of which are 
apt to be attributed to “ mdigestion ” 

Farnham, Surrey JOHN W TODD 


POSTPARTUM PRE-ECLAMPSIA 
Sir,—I have read Fhght-Lieutcnant McFadycn’s 
article of Nov 5 and should hke to make the following 
comments 

I have already shown •“* that the contracting postpartum 
uterus provokes renal ischmmia (which mcidentally ergo- 
metrme might heighten, and this is evident m all the cases 
reported), that renal ischaimia is responsible for hypcncnsion, 
oedema, and albummuna, that hydrammos is an agent provo¬ 
cateur of renal ischamua (mam case), that pre-cclampsia is to 
be suspeaed witli even imminal signs of the syndrome (mam 
case), that there are many condiuons that post partum can 
masquerade as pre-cclampsia (case 2 cenamly bemg one m 
pomt) In fan his casc-histones, if mterpreted m the hght of 
the data I have provided, amply support the thesis that the 
uterus resisung tension, which it does post partum also, 
provokes the utcrorenal reflex from which the signs of toxamua 
can all stem 

Further I have coUened sufficient evidence ‘ ‘ to show that 
the symptomatology of toxamua is not comparable to Cushing s 
syndrome, that as toxxmia mounts so do the corucoids dcclme, 
that coracotrophin (acth) when given experimentally m 
human pregnancy docs not provoke the syndrome, that 
eclampsia docs occur when the adrenals have ^cn previously 
exurpated, and that the placental producuon of comcoids is 
very small in contrast to that of the adrenals 

May I also draw attenuon to two very important data? 

1 Sophian J Toxrcmia of Prefrnancy London 1953 

2 Sophian, J Exerrpta Mtd 1958 lec x, 2 no 1 

3 Sophian J Lanctx I960 j 1351 

4 Sophian J /imrr J Ohsttt Gyntc 1959 78 6^8 

5 Sophian J tAnctt 1958,1 434 

6 Sophian J /Imrr J Ohsttt Gyntc 1954 C8,733 
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Garrod' found that there was an immediate mcrease m 
glomerular filtration-rate (g f r ) provoked by cortisone 
experimentally, while there is mcontrovertible evidence to show 
that G F R IS much decreased m toxsima * 

It would profit obstetricians to study the renal problem 
deeply To this end may I congratulate you on your enterprise 
m pubhshmg an account (Sept 17) of the 1st International 
Congress of Nephrology at Evian, excellently compiled by 
Professor de Wardener 

Worthing, Sussex JOHN SOPHIAN 


CHEMOTHERAPY IN CHRONIC BRONCHITIS 


Sir, —The paper by Dr Pndie and his colleagues 
(Oct 1) and the letter by Dr Aspin and Dr Howells 
(Oct 15) regardmg long-term treatment of chrome 
bronchitis with antibiotics contam findings somewhat at 
variance with our own The minimum recommended 
dose of tetracychne or oxytetracychne for the contmuous 
treatment of chrome bronchitis is 0 5 g daily, but we 
found 1 g per day to be the mmimum satisfactory dose 
A smaller dose is m our view unlikely to be effecuve 
m the treatment of the majonty of estabhshed cases of 
chrome bronchitis It does not seem to be a fair test of the 
efficacy of therapy to use a smaller and relatively meffective 
dose With a dose of 1 g daily we have shown that the 
side-effects are much less significant to the pauents than 
the mcapacity which results from acute exacerbauons 


of the disease m untreated cases 
Further, the fullest bactenological informauon can be 
obtamed only by examimng serial specimens of sputum 
freshly obtamed from the patient We have shown that 
the correlation of the findmgs obtamed from a smgle 
isolated specimen of sputum with the chmeal state of the 
patients is poor The mere isolation of orgamsms not 
normally found m the respuatory traa, notably the coh- 
form group, had httle or no assoaation with the climcal 
state of the patients, none of whom was treated m hospital 

Departments of Infectious Diseases J McC Murdoch 

and Bactenology t c rinirr n 

City Hospital, Edinburgh J ^ tjOULD 


Sir, —I note the letter by Dr Aspm and Dr Howells 
with particular mterest because I have recently been 
associated with a climcal trial m chrome bronchitis 
to assess the value of vaceme therapy m contrast to 
the normal procedures of chemotherapy and antibiotic 
treatment 


Durmg this trial samples of sputum from some 50 patients 

were examined and 
we were pamcularly 
struck by the sup¬ 
pression of the nor¬ 
mal flora withstimu- 
lauon of growth of 
coliforms in vitro, 
using annbiotic-disc 
technique (see fig ) 
This has led us to 
beUeve, as your cor¬ 
respondents sug¬ 
gest, that m treating 
chrome bronchitis 
intermittently with 
antibiotics the sup¬ 
pression of the usual 
flora may lead to 
consequent in- 

o., , , creased growth of 

oumulatlDu of growth of KJebstella pneu- i-n1ifnrm 

monter by antibiotics in sputum-culture 
from case of chronic bronchitis orgamsm 

7 Gairod O , Davies, S H , Cahdl, G J J dm Irweit 1955, 34, 761 



We have therefore persisted m out researches to determme 
what help vaceme therapy could give 
We have been usmg a polyvalent oral vaceme for this pur¬ 
pose, and have had a great deal of assistance from general- 
pracuuoner colleagues m this project Should any of jour 
readers be mterested in helpmg us undertake a larger scale 
trial we should be grateful to hear from them and supply them 
with the necessary vaceme 

Win^BhS^sdncy R E DeREK LEIGH 


SURGICAL REMOVAL OF BRANCHIAL SINUS 

Sir,—I should hke to congratulate Mr Allan Small on 
his article of Oct 22 Whether the condmon is fistula or 
smus is soil a debatable pomt, but at The Hospital for 
Sick Children, Great Ormond Street, there have been 
many true fistulse 

This has been proved by the mjection of dye into the 
track and its detection m the pharjmx even before 
operation 

The only pomt m the article that causes some concern 
ts that related to thjroglossal cysts and their tracks I 
presume that Mr Small imphes that the more difficult 
part of the dissection mcludes the excision of part of the 
hyoid bone and the very careful removal of the proximal 
part of the track as far as the foramen caecum 

If this pomt is not strongly stressed I am sure that the 
recurrence-rate m this condmon wdl increase and lead 
to many more difficult secondary operations 

The Hospit^ for Sick Children, o t 

Lbndon.WCl S J COHEN 


SIGNIFICANCE AND CLASSIFICATION 
OF FAT-EMBOLISM 

Sir,—I n his important paper of Oct 15 Dr Sevitt 
concludes that pulmonary fat-embohsm produces no 
significant ill-effects m previously healthy subjects, and 
that It does not cause death even m those suffering from 
shock or blood-loss The vahdity or otherwise of this 
conclusion is of great practical importance, for it must 
influence the rationale of treatment If pulmonary fat- 
embohsm IS harmless then the thmg to be avoided at all 
cost is systemic spread of the emhoh, for there is general 
agreement that systemic fat-embohsm is potentially a very 
serious condition Actmg on this behef, some German 
workers have practised a prophylactic regime whose 
object IS the mamtenance of “ controlled hypotension ”, 
m order to reduce the risk of pulmonary fat-emboh being 
forced through mto the systenuc circulation 
I am less certam than Dr Sevitt that pulmonary fat-embolism 
IS innocuous when very severe or when associated with shock or 
htemorrhage The absence of a charactertsuc climcal symptom- 
complex does not necessarily mean that the condition is free 
from climcal manifestations of any sort It must be conceded 
that mtravenous mjecuon of fat m animals may produce severe 
effects and even death, although the lethal dose may be con¬ 
sidered high there is a considerable species difference m 
tolerance—the dog, for example, is much more tolerant than 
the rabbit * '—and results should not be apphed uncritically to 
man Furthermore, there is abundant evidence that processes 
such as bleedmg or the mducuon of tourniquet shock much 
reduce the tolerance of animals to mtravenously mjected fat 
The contrary findmg of Armm and Grant * stands alone and 

1 Fular, W , Kraft, E Arch kUn Chir 1954 278, 548 

2 Fular W Kraft, E Mediztmsche 1956 35 1197 

3 Kronkc, E Arch him Chir 1956, 283 466 

4 Harman J W RaBaz P J Amcr J Path 1950 26 551 

5 Halasi N A , Marasco J P Surgery 1957, 41, 921 

6 Gold, E Loffler, E Z get exp Med 1923 38, 153 

7 Moser H Wurtug, P Arch him Chtr 1954, 278, 72 

8 Whitelev, H W y Path Bact 1954 67, 521 

9 Annin J , Grant. R T CIm Set 1951, 10 441 
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may be annbutable ter the very small dosage which they 
employed 

Degrees of pulmonary fat-embohsm much more severe than 
that defined by Arimn and Grant as “ gross ” are not uncom¬ 
mon m man Certainly these are the cases m which fat- 
emboh are most likely to spread systemically, but it is also in 
such cases that changes due to pulmonary embohsation are 
liable to be erroneously ascribed to the effects of systemic 
mvolvement Although the pathological changes m the lungs— 
oidema, congestion, and hemorrhage—are not m any way 
specific this does not exclude a causal relationship, and m any 
event the effects of pulmonary fat-embohsm may be circulatory 
as well as respiratory” In my experience a predommantly 
mtra-artenolar and mtra-artenal distribuuon of fat emboh m the 
lungs IS often associated with a short survival time and an 
absence of systemic embohsation Any system of gradmg the 
seventy of embohsation should take cogmsance of the size and 
situation of the emboh as well as of their numbers 


While the arrest of fat emboh m the pulmonary vascu¬ 
lature undoubtedly protects the systemic circulanon it can 
hardly be regarded as other than a pathological event, 
I subrmt that pulmonary fat-embohsm should not be 
entirely discounted as a cause of illness and even death 


University Department of Pathology 
Western Infirmary, 

Glasgow 


A J Watson 


TRIGEAUNAL NEURALGIA 
Sir,—P rofessor Dechaume has very kmdly sent me 
two papers m which he ates the temporomandibular 
jomt as a potential source of true tngenunal neuralgia I 
was unaware of these papers when I wrote my letter of 
Oct 1, and I apologise for that omission Professor 
Dechaume suggests a method of treatment which is new 
to me—namely, that the sympatheuc enervation of the 
jomt IS an effective means of breakmg mto the viaous 
circle of effect aggravating cause 
Colchester MICHAEL FROST 


NICOTINIC ACID IN ISCHIEMIC DISEASE 


Sir,—D r Archibald’s criticism (Oct 8) of bus-drivers 
resurmng their occupations after a coronary thrombosis 
IS very pertinent, and it was only after very careful con¬ 
sideration that these drivers were allowed to go back to 
work Dr Archibald m effect poses the quesDon “ Should 
all patients who have had a coronary thrombosis be 
forbidden for that reason to drive a car With the usual 
treatment, I should be mclined to say “ yes ”, but I would 
stress that there is a basic difference with the treatment 
desenbed in my article of Sept 24 

It IS mteresnng that Hunter ” has described results after 
nicotimc-aad therapj comparable wath ray own, except that 
lus dosage is smaller, and he concludes that the improvement 
in angina is maintained so long as treatment is cononued, and 
that angina graduall} returns when treatment is stopped This 
IS in accord with my experience o\er the fifteen jears 1 have 
used this treatment, both after infarcuon and m angma, and 
It is for tlus reason that I came to the considered conclusion 
that ischanmc disease is probabh a deficicncj disease mainly of 
mcotmic acid, possiblj also of pjTidoxme (which forms a 
cocnzjme mediating transaminase reactions and which is 
probablj imohcd m the enzyme, glutamic-oxaloacetic trans- 
anunasc) According to this concept, mcounic aad is a phjsio- 
logical corrcctn e of ischarmic disease 

The first panent cited, who is an msurance agent, tells me 
he makes more than 100 calls a das m his car, and he has done 


10 Watson A J Fat embolism Thesis Um\cr$it> of Aberdeen 1960 

11 Pclu^r L r SiPT 0‘'ru( 1957, 104 313 

12 Dcchau'ne M Do e M Le Bars C., Rouot J 1950 


51 157 

13 Dewhaur^e M D Z>ih- \furd u KsffrrhnJk 1959 31 69 
K Hu-te ; D \ r^eJ J 1960 59 2S0 


this now for a long time 
examined twice a quarter 

Rothvv ell Haigh, 
near Leeds 


The bus-dnvers are seen and 
C E Goldsborough 


THE VERY DEAF CHILD 
Sir,—T he complamt of this school, which admits many 
children who have received vanous forms of home 
trammg, an important aspect of the work of most audio¬ 
logy’ chmes, is that the period before entry to school for 
most of them has been inadequately used 

Of the present roll of 40 children, 32 hate had preschool 
help of this kind, varymg m length from six months to four 
years 30 of these children had hearmg-aids issued by the 
dimes 2 were deemed too deaf to profit from an aid, tliough 
the parents of 1 bought a commercial model 

Of the 31 with heanng-aids, only 4, however, were wearing 
them correctly—^i e, contmuously and at the right setung with 
an ear-mould which fitted suflBciendy well to enable the neces¬ 
sary volume to be reached without acousuc feedback 
At the moment of writing, 21 of the 31 children are wearing 
their aids properly both m and out of school with corres¬ 
ponding gams m speech improvement and language dcielop- 
ment Included m the 10 children who do not reach at home 
the standard of “ hearmg-aid usage ” expected and obtained 
from them m school are all the 6 children with multiple handi 
caps The remaining 4 are among our most recent admissions 
The fact that so many of these non-hearmg-aid-uscrs were 
tramed withm a relauvely short space to regard their aids as an 
indispensable ally m their fight agamst deafness, and not as a 
barely tolerable encumbrance imderlmes the need to examine 
the weaknesses of a form of traimng which permits so much 
W’aste of valuable auditory traimng time 
No teacher of the deaJf, as far as I am aware, disputes the 
immense value of parent guidance and help to the children, 
parucularly durmg the period between the diagnosis of deafness 
and the age of 2-3 years Many of us, however, beheve that a 
special nursery school, fully equipped and staffed, where 
parents are free to come and go and take pan in our work, 
where visinng otologists and psychologists can see the children 
m surroundings more appropriate than the chmeal situauon 
found m audiology units, offers not only the well-known 
advantages of nursery-school traimng but also perrmts con- 
diuons suitable for full-time educational and audiological help 
of the kmd appropriate to the children’s mdividual needs In 
addition, because commuous observation under controlled 
condiuons is possible, it allows a more rapid and accurate 
assessment of the cluldren’s abihties and the nature and 
degree of their hearing loss, and enables fumre school place¬ 
ment to be considered on a better-informed basis 

Such a special school should cooperate with local hearing 
schools for selected activities where the children of both 
schools can meet and play and, under skilled supervision, work 
with one another (This is not difficult to arrange—we do, m 
fact, work with 3 nearby heanng schools m Woodford m this 
way) 

Miss Whctnall (0« 15) has referred to the work of Weden- 
berg * who, for the initial penod of auditory traimng, applies 
a h\c voice to the meitus of the deaf child without the use of 
an aid Unfonunatcly, she omitted to saj that Wedenberg 
himself found that the best subjects for auditory traimng were 
the "gifted children (my itahcs) from groups la to 2a ” (i Cj 
children with considerable heanng for the important low 
frequencies, about 50 db at 250 and 500 cjclcs) and that 
children with much less heanng for low frequencies (groups 
lb and 2b) were “ difficult subjeas even when their intelligence 
is high ” 

Of the children here for whom we have reliable audiograms 
6 come within Wedenberg’s groups la and 2a and of these 
2 on]> arc of aboic ascrage intelligence 

Esen more sigmficant is the fact that we arc able to tram 
children who Wedenberg found " difficult ”—i c , the lb and 
1 Wedenberg B Actahryntol Sleuth 1954 110 p 707 
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2b groups “ whose sense of hearing is defined as non-funcaonal 
for the ordinary purposes of hfe into becoming talkmg 
children with normal attainments and a good command of 
language Only those, how ever, we hat e had from a \ ery early 
age and who have no secondary handicap 

If audiology clinics would transfer to the speaal 
nurserj school or class at an early age the lb and 2b 
children, and those of la and 2a group who are not 
receivmg contmuous or adequate auditory stimulation 
either at the meatus or through a hearmg-aid, I for one 
should find less reason for complamt 


Nursery School for Deaf Children, 
Woodford Green Essex 


B I Ingall 


action, but the authority of the supermtendent is vague m 
the extreme Now that consultants, nghtly so, are under- 
takmg greater rSsponsibihties, the functions of the 
medical supermtendent are more than ever m need of 
clarificaaon This should be done as a matter of urgency, 
before there occurs some sudh trouble as that depicted 
above, with the mevitable recmrunations w'hich would 
follow 

Supenntendents have “ earned the can ” for a long 
time, but, m a changmg world, it would be helpful to 
know somethmg of its new contents 


Bracebndge Heath Hospital, 
near Lincoln 


WAS Falla 


POTASSIUM IN THE TREATMENT OF CHOLERA 
Sm,—In their article last week Dr Watten and Dr 
P hilli ps suggest that m the treatment of acutely ill patients 
10 mEq (7 5 g ) of potassium chloride should be added 
to 1 htre of sahne soluuon The amount m grammes 
should read 0 75 This is no doubt a shp, but it is an 
important one Owmg to the danger that this may be 
overlooked, hbranes might consider makmg the correction 
on the article itself 


Radcliffe Infirmar>, 
Oxford* 


W I Cranston 


ADMINISTRATION IN MENTAL HOSPITALS 
Sir, —With great respect, I wonder whether Dr Kidd 
(Oct 29) has really found the ideal solution to the problem 
of medical administration m mental hospitals 
As a medical supermtendent, before the advent of the 
National Health Service and smee, I have been trymg to 
find the ideal relaaonship between the holder of that 
office and His semor colleagues for thirteen years, but have 
not succeeded yet, although I do not give up hope 
We have worked a 3-team system here for ted years, and I 
support wholeheartedly the doctrine of full chmcal freedom 
for all consultants, mdeed, my consultant colleagues here ha\e 
never complamed to me of any mterference wath their work, 
but much tact and tolerance are needed on both sides if the 
hospital IS to function smoothly as a corporate entity Dr Kidd 
tells us that he is responsible to his management comimttee 
for the efficiency of the medical work of the hospital How does 
he equate this personal responsibihty with the *' full responsi- 
biUty ” of his colleagues ’ 

One example will suffice How w ould he deal w ith a situa¬ 
tion such as this, which could happen at almost any mental 
hospital, any day ’ A fellow consultant admits, as an informal 
patient, an aggressive psychopath, who then rapes the small 
daughter of a hospital employee, resident on the estate I have 
been m office long enough to know that the Press, the general 
public, and mdeed the management committee will look to 
one person only for an explanation, and that person is the 
unfortunate supermtendent It will not help him to say that 
Dr So-and-So had “ full responsibihty ” 

The Mental Health Act has defined responsible medical 
officers as those m charge of the treatment of the panent 
Responsible to whom, and for what ’ Does “ treatment ” 
mclude control of liberty, food, clothmg, social and occupational 
acuviues, pocket money, and aU the many other aspects of a 
pauent’s lie ’ If so, the result could be chaos with as many 
‘ systems ” as there are consultants 

The duties, responsibilities, and powers of medical 
supermtendents have never been clearly defined No 
offiaal gmdance has been given, presumably m pursuance 
of the well-known techmque of leavmg decisions to the 
man on the spot, with the useful loophole of blartung him 
afterwards if trouble arises 

Responsibihty maphes authont y to take any necessary 

2 tb,d p 19 (reference to the definition issued b> the Conference of 
Execuuves of American Schools for the Deaf, 1937 ) 


Sir,—^D r Kidd and his colleagues are to be congratu¬ 
lated on havmg accepted some of the pnnaples without 
which a mental hospital contmumg to hav'e a medical 
supermtendent can hardly be expected to function 
efficiently These are that the medical supermtendent 
should do chmcal work arid do it on a basis of equahty 
wnth his fellow corisultantsj without powers of mter¬ 
ference m their work 

I am afraid, however, that Dr Kidd’s exposition bf the 
medical supermtendent’s position m regard to admmistra- 
Don mvolves apparent contradictions and several false or 
dubious premises, as exemplified by the suggestion that 
“ as far as the hospital management comrmttee is con¬ 
cerned he IS answerable to them for the effiaency of the 
medical work of the hospital ” I can only think that m 
this context “ answerable ” means “ responsible ” m 
which case the proposition is qmte untenable A medical 
supermtendent workmg on a blsis of chmcal equahty 
with his fellow consultants and without powers of chmcal 
mterference cannot be “ answerable ” for the efficiency of 
the medical work of the hospital It is very reley ant that 
the Mental Health Act, 1959, Memorandum on parts i, 
IV to vii and ix, paragraph 29, describes the “ responsible 
medical officer ” as “ not responsible ot answerable for 
the patient’s treatment to any other doctor ” 

Dr Kidd, havmg listed vanous coordmatmg and facihtatmg 
funcuons of the medical supermtendent, all of which, I suggest, 
can be done as well by the chdinnan of the medical advisory 
committee, goes on to say that such work can “perhaps be 
better done bv a man who is permanently appomted to the 
office, because he has powers of decision and authonty not 
available to an elected chairman of a medical staff comnuttee ’’ 
These powers and authority appear to deme from his bemg 
“ officially recogmsed as responsible for medical orgamsauon ” 
This official recogmtion has the mterestmg—and highly 
undesirable—^result that hospital management committees 
“have to take more nonce of his monthly reports than the 
resoluuons of medical advisory committees ’ 

This 15 precisely the situauon which consultants m many 
mental hospitals are no longer prepared to tolerate, especially 
m view of the fact that as from Nov 1 such hospitals will 
operate on the same basis as general hospitals All boards of 
governors of teachmg hospitals and the management com- 
nuttees of most general hospitals recogmse and “ take nonce ” of 
their medical advisory committees as represented bv an elected 
chairman Dr Kidd has made no case why management com¬ 
mittees of mental hospitals shoUld not do the same Such 
recogmnon should be based on the principle that the semor 
medical staff m any hospital hav e an equal and shared responsi¬ 
bihty for reachmg an agreed pohey on all admmistranve 
matters affeenng the hospital as a w hole and that the essennal 
a dmmi stranve w ork of the medical supermtendent or rhairmgn 
of the medical advisory comrmttee is to facihtate the carrying 
out of such agreed pohey This may mvolv e difficult negona- 
nons with hospital management committee, regional hospital 
board, hospital officers, and others In such situanons the 
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may be attnbutable ter the very small dosage which they 
cmplojed 

Degrees of pulmonary fat-embobsm much more severe than 
that defined by Anrun and Grant as “ gross ” are not uncom¬ 
mon m manCertainly these arc the cases m wluch fat- 
emboh arc most likely to spread systemically, but it is also in 
such cases that changes due to pulmonary embolisation are 
liable to be erroneously ascribed to the effects of systemic 
mvolvement Although the pathological changes m the lungs— 
cedema, congestion, and haimorrhage—are not in any way 
specific this does not exclude a causal relationship, and in any 
event the effeas of pulmonary fat-embolism may be circulatory 
as well as respiratory In my experience a predommantly 
intra-artenolar and intra-artcnal distribution of fat emboli m the 
lungs IS often associated with a short survival time and an 
absence of systemic embolisation Any system of gradmg the 
severity of embolisation should take cogmsance of the size and 
situation of the emboli as well as of their numbers 


While the arrest of fat emboh in the pulmonary vascu¬ 
lature undoubtedly protects the systemic circulation it can 
hardly be regarded as other than a pathological event, 
I submit that pulmonary fat-embohsm should not be 
entirely discounted as a cause of illness and even death 


Um\crs!ty Department of Pathology 
Western Infirmary, 

Glasgow 


A J Watson 


TRIGEMINAL NEURALGIA 
Sir, —^Professor Dechaume has very kmdly sent me 
two papers m which he ates the temporomandibular 
joint as a potential source of true trigeminal neuralgia I 
was unaware of these papers when I wrote my letter of 
Oct 1, and I apologise for that omission Professor 
Dechaume suggests a method of treatment which is new 
to me—namely, that the sympathetic enervation of the 
jomt is an effective means of breakmg mto the viaous 
circle of effect aggravatmg cause 
Colchester Michael Frost 


NICOTINIC ACID IN ISCIUEMIC DISEASE 


Sir,—D r Archibald’s cnticism (Oct 8) of bus-drivers 
resuming their occupations after a coronary thrombosis 
IS very pertinent, and it was only after very careful con¬ 
sideration that these drivers were allowed to go back to 
work Dr Archibald in effect poses the question “Should 
all patients who have had a coronary thrombosis be 
forbidden for that reason to drive a car With the usual 
treatment, I should be inclined to say “ yes ”, but I would 
stress that there is a basic difference with the treatment 
desenbed in my article of Sept 24 


It IS interesting that Hunter” has desenbed results after 
mcotimc-acid therapj comparable with my owai, except that 
his dosage is smaller, and he concludes that the improvement 
m angma is mamtained so long as treatment is continued, and 
tint angina gradually returns when treatment is stopped Tlus 
IS in accord with my experience oicr the fifteen years I have 
used dus treatment, both after infarction and m angina, and 
it IS for tlus reason that I came to the considered conclusion 
that ischamuc disease is probably a deficiency disease mainly of 
nicotinic acid, possibly also of pyTidoxinc (which forms a 
coenzyme mediating transaminase reactions and which is 
probably imohcd in the enzyme, glutamic-oxaloaceuc trans¬ 
aminase) According to this concept, mcounic acid is a physio¬ 
logical correcuse of ischaunic disease 

Tlic first patient cited, who is an insurance agent, tells me 
he makes more than 100 calls a day m his car, and he has done 


10 Watson A J Pat cmbolum Thrsis Uni\crtii> of Aberdeen 1960 

11 Pcliicr L r Surx G^rec Ohiet 1957 104 313 

12 Dechaurre M Do e Lo Bar? C Rouot J Rc* Stcrrat^l 1950 
51 IS¬ 
IS DovlnUTe M D:h Z^hn ^{uri u Kxefrrhcilk 1959 31, 69 

14 Hu-ter, J D \ Z rreJ J 1960 50 2«0 


this now for a long ume The bus-drivers are seen and 
exanuned twice a quarter 

RothwcllHmgh, _ _ _ 

near Leeds C E GOLDSBOROUGH 

THE VERY DEAF CHILD 
Sir,—T he complamt of this school, which admits many 
children who have received various forms of home 
traimng, an important aspect of the yvork of most audio¬ 
logy' clmics, IS that the period before entry to school for 
most of them has been inadequately used 

Of the present roll of 40 children, 32 have had preschool 
help of this kmd, varymg m length from six months to four 
years 30 of these children had hearing-aids issued by the 
clinics 2 were deemed too deaf to profit from an aid, though 
the parents of 1 bought a commercial model 

Of the 31 with heanng-aids, only 4, however, were yveanng 
them correctly—^i e, contmuously and at the right setting with 
an ear-mould which fitted sufficiently well to enable the neces¬ 
sary volume to be reached without acoustic feedback 
At the moment of writing, 21 of the 31 children are wearing 
their aids properly both in and out of school with corres¬ 
ponding gams m speech improvement and language develop¬ 
ment Included m the 10 children who do not reach at home 
the standard of “ hearmg-aid usage ” expected and obtained 
from them m school are all the 6 children with multiple handi¬ 
caps The remaining 4 are among our most recent admissions 
The fact that so many of these non-hearmg-aid-users were 
tramed withm a relatively short space to regard their aids as an 
mdispensablc ally in their fight against deafness, and not as a 
barely tolerable encumbrance underhnes the need to examine 
the weaknesses of a form of traimng which permits so much 
waste of valuable auditory trainmg time 

No teacher of the deaf, as far as I am aware, disputes the 
immense value of parent guidance and help to the children, 
particularly during the period between the diagnosis of deafness 
and the age of 2-3 years Many of us, however, believe that a 
special nursery school, fully equipped and staffed, where 
parents aie free to come and go and take part m our work, 
where visitmg otologists and psychologists can see the children 
in surroundings more appropriate than the clinical situation 
found in audiology units, offers not only the well-known 
advantages of nursery-school training but also permits con¬ 
ditions suitable for full-time cducauonal and audiological help 
of the kmd appropriate to the children’s mdividual needs In 
addition, because continuous observation under controlled 
condiuons is possible, it allows a more rapid and accurate 
assessment of the children’s abihties and the nature and 
degree of their hearing loss, and enables future school place¬ 
ment to be considered on a better-informed basis 

Such a special school should cooperate with local hearing 
schools for selected activities where the children of both 
schools can meet and play and, under skilled supervision, work 
W'lth one another (This is not difficult to arrange—we do, m 
fact, work with 3 nearby heanng schools in Woodford m tlus 
way ) 

Miss Whemall (Oct 15) has referred to the work of Weden- 
berg' who, for the initial penod of auditory training, applies 
a live voice to the meatus of the deaf child without the use of 
an aid Unfortunately, she omitted to say that Wedenberg 
himself found that the best subjects for auditory traming were 
the "gifted children (mj itahes) from groups la to 2a ” (i c, 
children with considerable hcarmg for the important low 
frequencies, about 50 db at 250 and 500 cjclcs) and that 
children with much less hearing for low frequencies (groups 
Ib and 2b) were " difficult subjeas even when their intelligence 
IS high ” 

Of the children here for whom we hate reliable audiograms 
6 come withm Wedenberg’s groups la and 2a and of these 
2 only are of above average mtelhgcncc 

Even more sigmficant is the fact that we arc able to tram 
children who Wedenberg found “ difficult ’ —i c , the lb atm 
1 Wedenberg E Acta hrynml Slockh 195* tuppl 110 p 707 
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2b groups “ -whose sense of hearing is defined as non-funcoonal 
for the ordinarv purposes of hfe into becoming talkmg 
children -with normal attainments and a good command of 
language Onl> those, howSv er, we have had from a \ en early 
age and who have no secondary handicap 

If audiology clinics would transfer to the speaal 
nurseiy school or class at an early age the lb and 2b 
children, and those of la and 2a group who are not 
receivmg contmuous or adequate auditory stunulanon 
either at the meatus or throu^ a heanng-aid, I for one 
should find less reason for complaint 


School for Deaf Children, 
Woodford Green Essex 


B I Ingall 


action, but the authority of the supermtendent is \ague m 
the extreme Now that consultants, nghtly so, are imder- 
takmg greater responsibihnes, the functions of the 
medical superintendent are more than ever m need of 
clarification This should be done as a matter of urgency, 
before there occurs some such trouble as that depicted 
above, with the mevitable recmrunations which would 
follow 

Supermtendents have “ earned the can ” for a long 
time, but, m a changmg world, it w’ould be helpful to 
know somethmg of its new contents 


Bracebndge Heath Hospital, 
near Lincoln 


WAS Falla 


POTASSIUM IN THE TREATMENT OF CHOLERA 
Sir, —In their article last week Dr Watten and Dr 
P hilli p-; suggest that m the treatment of acutely ill pauents 
10 mEq (7 5 g ) of potassium chlonde should be added 
to 1 htre of sahne solunon The amount m grammes 
should read 0 75 This is no doubt a shp, but it is an 
important one Owmg to the danger that this may be 
overlooked, hbranes might consider makmg the correction 
on the article itself 


Radchffe Infirmary 
Oxford- 


W I Cranston 


ADMINISTRATION IN MENTAL HOSPITALS 
Sir,—W ith great respect, I wonder whether Dr Kidd 
(Oct 29) has really found the ideal solution to the problem 
of medical admimstrauon m mental hospitals 
As a medical supermtendent, before the adv ent of the 
Nanonal Health Service and smee, I have been trymg to 
find the ideal relauonship between the holder of that 
office and his semor colleagues for thirteen vears, but have 
not succeeded y et, although I do not give up hope 
We have worked a 3-team system here for teii y ears, and I 
support wholeheartedly the doctrme of full climcal freedom 
for all consultants, mdeed, my consultant colleagues here have 
never complamed to me of anv mterference wrth their work, 
but much tact and tolerance are needed on both sides if the 
hospital IS to funenon smoothly as a corporate enntv Dr Kidd 
tells us that he is responsible to his management committee 
for the efficiency of the medical w ork of the hospital How does 
he equate this personal responsibihty with the “ full responsi- 
bihtv ’ of his colleagues ’ 

One example will suffice How would he deal with a situa- 
Uon such as this, which could happen at almost any mental 
hospital, any day ’ A fellow consultant admits, as an informal 
patient, an aggressive psychopath, who then rapes the small 
daughter of a hospital emplovee, resident on the estate I have 
been m office long enough to know that the Press, the general 
pubhc, and mdeed the management committee will look to 
one person onlv for an explanation, and that person is the 
unfortunate supermtendent It will not help him to say that 
Dr So-and-So had “ full responsibihtv ” 

The Mental Health Act has defined responsible medical 
officers as those m charge of the treatment of the patient 
Responsible to whom, and for what ’ Does ‘ treatment ” 
mclude control of Uberty, food, clothmg, social and occupational 
activnnes, pocket money, and all the many other aspects of a 
patient s hfe ’ If so, the result could be chaos with as many 
“ svstems ” as there are consultants 

The dunes, responsibilmes, and powers of medical 
supermtendents have never been clearlv defined No 
offiaal guidance has been giv en, presumably m pursuance 
of the well-known techmque of leavnng decisions to the 
man on the spot, with the useful loophole of blammg him 
afterwards if trouble arises 

Responsibihty imphes authority to take any nece ssary 

2 p 19 (reference to the definition issued by the Conference of 

Executives of American Schools for the Deaf, 1937 ) 


Sir, —Dr Kidd and his colleagues are to be congratu¬ 
lated on having accepted some of the pnnaples without 
which a mental hospital contmuing to have a medical 
supermtendent can hardly' be expected to function 
effiaently These are that the mechcal supermtendent 
should do climcal work and do it on a basis of equably 
with his fellow consultantsj without powers of mter¬ 
ference m their work 

I am afi-aid, hovvev er, that Dr Kidd’s exposinon Of the 
medical supermtendent’s posinon m regard to admimstra- 
non mvolves apparent contradicnons and several false or 
dubious premises, as exemplified by the suggesnon that 
“ as far as the hospital management committee is con¬ 
cerned he is answerable to them for the effiaenev of the 
mechcal work of the hospital ” I can only think that m 
this context “ answerable ” means “ responsible ” m 
which case the proposition is qmte untenable A medical 
supermtendent workmg on a bisis of climcal equahty 
with his fellow consultants and without powers of clinicd 
mterference cannot be “ answerable ” for the effiaency of 
the medical w ork of the hospital It is v ery relev ant that 
the Mental Health Act, 1939, Memorandum on parts i, 
rv to VII and ix, paragraph 29, describes the “ responsible 
mechcal officer ” as “ not responsible ot answerable for 
the paoent’s treatment to any other doctor ” 


Dr Kidd, having hsted vanous coordmatmg and facflitatmg 
functions of the medical supermtendent, all of which, I suggest 
can be done as well by the chdirman of the medical advisory 
committee, goes on to say that such work can “ perhaps be 
better done bv a man who is permanently appointed to the 
office, because he has powers of decision and authority not 
available to an elected chairman of a medical staff committee ” 
These powers and authority appear to derive from his bemg 
" officiallv recogmsed as responsible for medical orgamsanon ” 
This official recogmuon has the mterestmg—and highly 
undesirable—result that hospital management committees 
have to take more nonce of his monthly reports than the 
resolutions of medical advisory committees ” 

This is prec^ely the situaUon whicffi consultants m many 
mental hospi^ are no longer prepared to tolerate, especially 
m view of ffie factt that as from Nov 1 such hospit^s wiU 
operate on the same basis as feeneral hospitals All boards 
governors of teaching hospitals and the management wm- 
^ttees of most general hospitals recogmse and “ tL nouc?”f 
their medical advisory committees as recresenrpH h. i i 
chairman Dr Kidd has made no 

of the mechcal ad^orfeomm ^ superintendent or chairman 
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elected chairman of the medical advisory committee, speakmg 
for the medical staff, should carry more weight than a perma¬ 
nently appomted medical supermtendent none of whose 
authority derives from his colleagues 

It ivill be a pity if the tremendous opporturuties for 
advance offered to mental hospitals by the Mental Health 
Act are lost by a refusal to accept the above basic prm- 
ciples of hospital admmistration 

Shcnlc> Hospital, 

Pear Si Albans, Herts D BARDON 

OBSTETRIC FLYING-SQUADS 
Sir, —^Dr Vartan’s letter of Oct 22 appears to be mis¬ 
directed, mappropnate and unreasonable Has no-one ever 
told him that normal childbirth is a physiological process ? 
To compare it with an operation for varicose veins betrays 
a distortion of outlook which is all too common 
Hove F V Griffiths 

RADIOCHEMICAL SYNTHESIS OF 
TRnODOTHYRONINE 


distributed in the 4 posiuons of thyroMne, mulnplc-labclled 
molecules would form about 1 5% of the total labelled 
molecules) 

The specific activity of *”I produced in Great Britain has 
increased markedly smee 1954 The Radiochemical Centre 
product IS specified as bemg not less than 10 mC per pg iodine, 
and individual batches have giscn 20 mC per pg iodine this 
latter figure corresponds to 1 atom of “'I iii 6 atoms of iodine 
The proportion of ”'I atoms m fission product ”'I supplied 
by Oak Ridge is probably even higher Rupp et al ’ suggest 
1 atom of ”T to I atom of '-'I plus • T (' >1 is sufficiently 
long lived to be considered stable) With material of such high 
specific acuvity any dilution with stable lodme in the bod) 
before thyroxine synthesis becomes specially important The 
factors determiiung the extent of such dilution are too complex 
for discussion other than by an expert in the field In general 
It seems reasonable to suppose that the extent of diluuon will 
be relatively large In certam cases this may not be so, and 
’“'I-labelled triiodothyromne might arise in the manner 
postulated by Deutsch 


Radiochemical Centre, 
Amersham 


J C Charlton 


Sir,—D r Deutsch (Sept 10) draws attention to the 
possible formation of '^*I-labelled truodothyromne by 
the decay of a molecule of thyroxme contaimng two 
'“'I atoms, and, with this m mmd, discusses the results of 
Gross and Pitt-Rivers and of Braasch et al ^ His con¬ 
clusions assume that m these experiments a substantial 
number of doubly labelled thyroxme molecules is present 
Certainly, as regards the work of Gross and Pitt-Rivers, 
this assumption is incorrect 

The relauve numbers of doubly and smgly labelled molecules 
depend on the relauve numbers of radioacuve (■”!) and stable 
(*"’!) atoms of lodme present The posiuon can be more easily 
illusuated by referrmg to “*I thyroxme synthesised m vitro 
by an exchange rcacnon In this material labelling can take 
place m only two atoms, those in the 3',5' posiuons, and not 
in all four atoms as m the material synthesised in vivo from 
iodide Mr Holloway and Mrs Pitt-Rivers (Oct 22) refer 
to the work of Tata ‘ on decomposiuon produas of ”‘I- 
labelled thyroxme supphed by Abbott Laboratones Assummg 
that this materal is prepared by the method of Gleason,* and 
that it is not diluted with macuve thyroxme after preparauon, 
we calculate, from the quoted maximum specific aaivity of 
50 mC per mg thyroxme, that 1 mC of “'I is associated wth 
6 5 (ig of lodme m the 3',5' posiuons The weight of 1 mC of 
isotopically pure ‘*‘1 is 8 x 10~’ pg , and therefore m the 3',5' 
posiuons of this product 1 atom of ”'I is present to approxi¬ 
mately 1000 atoms of ‘"’I This means that for every 2000 
smgly labelled molecules only 1 is doubly labelled No detect¬ 
able amount of “‘I-Iabelled truodothyromne is therefore likely 
to arise by the process postulated by Deutsch, and the fact that 
no “*I-labelled miodothyronme was deteaed m Tata’s work 
gnes us no mformauon on the correemess or otherwise of 
Dcutsch’s postulate 

The posiuon regardmg in-vivo syntheses is more complex 
Inacuie lodme may be present m the so-called “ camcr-free ” 
”‘I iodide, and dduuon with further macusc material ma> 
take place durmg transport m the body to the thjroid gland, 
and m the thstoid gland itself Before 1954, '*'1 produced in 
Great Bntam had a specific acuvitj of about 1 mC per pg 
lodme this imphcs that about 1 m eiery 100 atoms of lodme 
present wns radioacuve It was this material that was used m 
the work of Gross and Pitt-Rivers Even had no further 
diluuon taken place in the subjects the number of muluplc 
(i c, double, triple, or quadruple) labelled molecules would be 
too small to jicld a sigmficant amount of *’*I-labcllcd tn- 
lodothVTonmcs bv dccaj (assummg that '**1 atoms are randomlj 

1 Gross J , Pm Ri\cn R Lcr c: 1951, u 766 

2 Gross T , Pitt Ri>*cn R ibid 1952 i 439 

3 Gross ) Put R4^*crs R Btc J 1953, 53 645 

4 Pna ch J nocAi E V Albert A Crd^-nrcKsy 1954 55, 76S 

5 Tata J R C/i^ fAr*** ccta 1959 4, 427 

6 Gleason, G I 7 A / CAem 1955,213 837 


PERITONEAL SPLASH A PHYSICAL SIGN 


Sir, —^Mr F G Snuddy (Oct 15) pomts out that this 
physical sign can be ehcited only m the anastheused 
pauent Many years ago, when I saw more paUents with 
perforated pepuc ulcer than I do now, I nouced that in 
some It was possible to detect a splash while percussing 
for free gas m the peritoneal cavity Light and careful 
percussion in the hne of the right nipple with iltc pauent 
prone will m many cases reveal the gas bubble which 
obhterates the band of dullness over the hver At the 
lower edge of the bubble the pleximeter finger deteas a 
famt splash as the abdominal wall comes mto contaa 
with the surface of the fluid behind the bubble This 
sigp IS easily ehated when the perforauon is large, there 
IS much effusion m the peritoneal cavity, and the rigidity 
of the abdommal wall is less than board-lik? But then 
the diagnosis can more confidently be made by other 
means In the early case with a small hole, little effusion, 
and a ngid abdominal wall the sign is not easily ehcited 
I concluded that as a physical sign it was of httic value, 
but when present it provided a comforung confinnauon 
of the diagnosis 


Whislon Hospital, 
Prcscot, Lancs 


J A Martinez 


SIDE-EFFECTS OF LIBRIUM 


Sir, —I read with close attenuon the correspondence 
that followed the letter by Dr Ingram and Dr Timbury 
(Oa 1) about the new drug mcthammodiazcpoxide 
(‘ Librium ’) 

My mind was certainly imbued with that atntudc of 
scepucism and circumspecuon favoured by your correspondents 
when I first presenbed these capsules for patients with 
anxiety states, smee I had seen in recent years the much- 
vaunted advent of a glut of new drugs, the great majont> of 
which were desuned to find ere long a dusty tomb on some 
ncglcCTcd shelf of the dispensarj I soon came to the con¬ 
clusion, however, that Iibnum is of much value in the anxiety 
states Considerable benefit was obtained m some 5 out of 
10 sufferers from morbid anxictj, a result which was the more 
impressive because not a few of them had prcvuously had Iittfc 
or no relief from other calmative drugs—which dcarl) miu- 
gates the influence of suggestion A large majority of those 
responding to the drug need take the rclauvcly modest dose of 
10 mg three times dailv to gam relief from their cmouonal 
tension, disagreeable sidc-cffcas being cxccpuonal in such 


Rupp A F Bcauchauip E E rarmakw J R Umlcd Sutca 
Encrg> Cc*Tintsiion document OR2^L-l6-J7 rrodu'‘uon of Em 
Product Iodine 131 



NOVEMBER 12 , 1960 


LETTERS TO THE EDITOR 


THE LANCET 1091 


circumstances Some of these pauents remarked that, unlike 
other drugs they had tned,'libnum suppressed their anxiety 
without producmg troublesome somnolence In my hands, 
the drug has proved more useful for the assuagement of diffuse 
anxiety than for the relief of the specific phobias of the 
obsessional neuroses 

Although it would doubtless be prudent to postpone final 
judgment I am confident that this drug wiU soon wm its 
spurs m general pracuce, and thereby matenally reduce the 
number of cases of anxiety state referred to psychiatric out¬ 
patient climcs 

Menston Hospital, t T'nnn 

llkley, Yorks J ^ 


HEPATIC SIZE, SHAPE, AND CONTENT 
Sir, —We must be grateful for having been reminded of 
the advantages of peritoneoscopy Though too seldom 
practised m this country, its value m the diagnosis of 
hepatic disease and anatomical abnormahties must be 
recogmsed 

For the certam exclusion of disease, however, it is not 
so rehable, and this and its other hmitations seem to me to 
mdicate the desirabihty of laparotomy m determimng 
that no hidden metastases are present m the hver 


Churchill Hospital, 
Hcadington, Oxford 


C Grimshaw 


NEGATIVE ASSOCIATION OF ABO BLOOD-GROUPS 
WITH FRACTURED HIP 
Sir, —In your issue of Aug 13, Dr Wiener said 
that Buchwalter had observed an excess of blood-group A 
m patients with fractured femurs We note that Buch¬ 
walter 1 has mvestigated the ABO blood-group distribu¬ 
tion m 910 cases of fractured hips and foimd no statisucal 
difference when compared with a control group We have 
examined a small senes of patients who had been treated 


TABLE I—ABO BLOOD-GROUP DISTRIBUTION 


Group 

Control 

senes 

Intertrochanteric 
fracture group 

Other femoral 
neck fractures 

Total test 
series 

A 

tao 

56 

(« 3%) 

73 

(33 5%) 

129 

(37 0%) 

B 

637 

ao 5%) 

1 9 

(5 5%) 

i 22 

(10 J%) 

(3 9%) 

AB i 

178 

(3 0%) 

2 

(i 5%) 

6 

(2 7%) 

8 

(2 3%) 

0 

3177 
(53 9%) 

64 

(48 8%} 

117 

(53 7%) 

181 

(51 8%) 

Total 

5898 

131 

218 

349 


TABLE 11—^DISTRIBUTION OF THE RHESUS FACTOR 


Rhesus 

Control series 

' Fracture series 

Positive 

344 

279 


(30 3%) 

(79 9%) 

Negative ' 

83 1 

70 


(19 4%) 

(201%) 

Total 

427 

349 


for fractured femoral necks at this hospital All these 
patients had been blood-grouped on admission as a 
matter of routme 

Table i shows the ABO groups of these 349 patients and 
those of the control senes compiled from data from 5898 con- 
secuuve new donor registrauons with the West of Scotland 
Regional Blood Transfusion Service The patients were further 
subdivided mto mtertrochanteric fractures and other femoral 
neck fractures This small senes reveals that there is no 
significant difference m ABO blood-group distribunon, 
although one may be impressed by the relauvely high mcidence 

1 Buchwalter, J A Acta genet 1957,6,561 


of group A m the mtertrochantenc fracture group, there is no 
statistical difference (/- = 1 3) Furtheimore, table ll shows 
that there is agam no sigmficant difference m the mcidence of 
the rhesus factor in the fracture pauents and those of a small 
control senes of 427 donors 

We wish to thank Dr I A Cook, Mr W Sillar, and Dr J 
Wallace for assistance, and Dr R A Robb for his statistical help 

J Malcolm Cameron 

A G Melrose 

Southern GanerdHospttal q ^ WhITEFIELD 

MODERN CLINICAL BIOCHEMISTRY 

Sir,—^P rofessor Cappell’s presidential address (Oct 15) 
has called forth a prompt and explosive comment (Oct 29, 
p 985) from his biocheimcal colleague at the Western 
Infirmary 

As a biocheimst. Dr Hendry is naturally most con¬ 
cerned with Professor Cappell’s assessment of the position 
of chemical pathology in the framework of chmeal 
pathology, and there can be httle doubt that he has voiced 
the feehngs of many of the medical and non-medical 
biocheimsts who have entered or considered entermg the 
hospital laboratory service These feelmgs are clearly 
expressed m their reluctance to apply for posts If 
Dr Hendry as the head of a teachmg-hospital biochemistry 
department can say it is aU but impossible to reermt 
young saence graduates mto hospital biochemistry 
departments, how much more so is this the case m regard 
to the non-teachmg hospitals admimstered by regional 
boards, and this at a time when scientists are makmg 
fundamental contributions m every branch of mdustry 
and many other fields of activity Why should the hospital 
service alone be demed this advantage > Surely the 
health of the nation should have at least an equal call on the 
saentific potential No medical man can view this 
situauon with equanimity, and least of aU pathologists 
whose own work can gam so much more sigmficance and 
value by close collaboration with chemical studies It 
would seem worth trymg to find the explanation for the 
unpopularity of hospital work for saence graduates 

Firstly, the newly graduated chemist, if he is worth his salt, 
will wish to advance his knowledge and status by acquiring a 
postgraduate qualification This requires m the case of a ph d 
that the department in ivhich he works will be recogmsed by a 
umversity department of chemistry or biochemistry as givmg 
proper facihues for postgraduate smdy together with super¬ 
vision by a semor member of the staff of these departments 
In the case of an M sc no umversity supervision is reqmred, 
but unless the proper facilities are there the preparation of a 
thesis \vill be impossible These facihues consist above all m 
adequate time—and, m the case of more semor biochemists, 
assistance—to pursue a research project, and there seems no 
doubt that the greatest drawback to the hospital biochemistry 
service m the eyes of would-be graduate recruits is the lack of 
time and encouragement to undertake research Alany patho¬ 
logists consider biochemical research mappropriate m hospital 
laboratories, especially in non-teachmg hospitals, or, even if 
they are convinced of its value, are unable to persuade hospital 
management committees to provide sufficient staff to enable the 
biochemical graduate to devote tune to ongmal mvestigations 
He IS consequently mundated with routme and repetitive work 
and soon becomes dispirited and leaves the service, or stays on 
disgruntled with a grudge agamst doctors in general and 
pathologists m particular 

No greater catastrophe could befall the pathologist than 
to lose that intimate contaa with the biochemist which 
promises to solve many problems which neither can solve 
alone Yet it is clear from Dr Hendry’s letter that the 
pathologists’ laudable attempts to weld the hospital 
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laboratory disciplines into a single integrated team are 
viewed with the greatest suspicion bv medically and non- 
medically qualified biochemists alike The reason for 
this lies in the quesnon of prospects The young bio¬ 
chemist IS not going to sit back and vegetate when he has 
obtained his postgraduate qualificauons He hopes 
eventually to attain as senior and respected a position in 
the hierarchy of the hospital staff as he would in industry 
or other Government scientific establishments, and to have 
a reasonable chance of runmng his own department 
Under the present circumstances he will find his way 
blocked in both these direcuons He cannot obtain 
status comparable with his medical colleagues as long as 
his method of appointment is that of registrars, tech- 
picians, and radiographers—viz , by hospital management 
committees and not by regional boards Neither can he 
obtain It—human nature being what it is—as long as his 
salarj is so much less than that of his medical colleagues 
that he cannot joip fully with them in social activities 
and educate his children similarly As for runnmg his 
own department, it is generally beheved that the Associa¬ 
tion of Clinical Pathologists considers that the biochemist 
should be directly responsible to the head of the 
laboratory in which he works (t e, the senior cjinical 
pathologist), though I am not aware of any published 
statement of this policy While not suggesqng that a 
non-medical biochemist should be in charge of the other 
clinical pathological laboratories, I am at a loss to see 
whj a senior biochemist, w’hether medical or non- 
medical, should not be in absolute charge of his depart¬ 
ment, responsible only to the employing authority Of 
course there will be many piatters of a clinical nature 
which he will want to discuss with the medical patho¬ 
logists, but surely discussion on terms of parity is the 
essence of the teamwork which we wish to see in the 
integrated department of chnical pathology of the future 

Yet another explanation for the mistrust by biochemists of 
pathologists lies in the manner in which the latter arc organised 
for political purposes The Association of Climcal Patliologists 
has onh medically qualified full members How can it be 
representamc of biochemists in gencraP If it wishes to be 
considered thus representam e, it must give full membership to 
all hospital biochemists of suitable seniority (which would seem 
appropriate enough if hospital biochemistry is indeed a branch 
of chnical pathology') Similarly if pathological advisory 
comrmttees wish to be considered qualified to advise regional 
boards on biochemical matters they should admit senior non- 
medical biochemists to membership If these suggestions arc 
not attracuve to pathologists, would it not be better for them 
to leave the advising on biochemical matters to the Associauon 
of Chnical Biochemists on the one hand and to regional bio¬ 
chemistry adv ison committees, still to be formed, on the other " 
\\ hilc retaining their role of prinapal advisor to the authori¬ 
ties on biochemical matters, these organisations would no 
doubt welcome and benefit by periodic discussions through 
joint consultative committees with the corresponding patho¬ 
logical bodies 

Iq the meantime, the recruiting position has detenorated 
to a stage where it is impossible to fill biochemical appointments 
even with candidates who are far from ideal There is here a 
vicious circle The poor quality of the majority of sacncc 
graduates accepting posts in tlic hospital biochemistry service 
has prev ented manv pathologists from gaimng insight into the 
reliability and potcntialiues of the best tvpe of biochemist 
Othervv ise it is possible that a far greater degree of responsibility 
and scope would have been accorded the science graduate 
Now It IS too late, and in despair the pathologists have turned 
to the voung men of their ovvai profession to fill the gap 
Although there is much that is attracuve in the medically quali¬ 


fied biochemist (chemical pathologist), the disadvantages would 
seem far to outweigh the advantages if he is only going to have 
one year of fundamental study in chemistry as Professor CappUl 
suggests With so little experience m chemistrv, how will he 
be able to attract to work under him keen young scientists just 
leaving university departments of chemistry four years after 
they have taken their advanced level G CE ’ If he docs not 
attract them, the standing of our departments of chemical 
pathology wall fall below those of departments of clinical 
chemistry m other countries 

I would suggest It would be far more long-sighted to 
make the hospital biochemical service attracuv'c to the 
best young brains in chemistry and biochemistry' by 
introducing the following innovations 

(a) Every biochemist post adv erased (or at least a consider¬ 
able proportion, which should be specially designated as largely 
free from routme and repetitive work) should carry with it 
(i) facihucs for obtaining a postgraduate qualification, (ii) 
reasonable opportunity to reach status comparable in sajary 
and mdependence with that of medical consultants, 

(i>) Research should be considered a normal and not an 
exceptional activity of biochemistry departments 

(c) Appointments to semor (principal and top-grade) 
biochemical posts should be made by regional boards 

(d) Biochemistry advisory committees should be appointed 
by regional boards and should always include a professor of 
chemistry or bipchemistry 

Although there are many other ways in which hospital 
biochemistry could be made more attractive, if those 
mentioned here are implemented there would surely be a 
most graufying influx of the best type of scienust into 
the service, and I should like to see pathologists taking 
the lead in securing these improvements because it is 
they who will gam most by having the privilege of vv orking 
as a team in close collaboration with the finest products 
of our universiDes’ scientific departments 

Midland Ccnirc for Neurosurgery, . - wrr^^r 

Smethwick A L WOOLF 


CHROMOSOME ANALYSIS 


Sir, —I was surprised by Dr Stewart’s letter of Sept 17 
From his statements, one may conclude that colchicine 
and Its derivatives causes hctcroploidy and tnploidy m 
animals So far as I am aware, the few cases of hctcro- 
ploidy and triploidy observed in animals were assoanted 
with a highly aruficial techmque 

Colchicine was added to sperm material and the animals 
aruficially inscmmatcd In this way, a few rabbits and one pig 
supposed to be triploids were obtained ’" However, the 
accovints concerning these ammals have been criticised and 
ihcir tnploid nature is unconvmcing and not yet established ’ 
To sum up. It IS apparent from these reports that no polyploid 
ammals have been produced by colchicine * Moreover, 
colclucine docs not cause gene mutauon “ 

Recently, by intrauterine injccuons of cojchicinc into 
female mice just before maung, Edwards obtained some 
hctcroploid embryos at 3'/ days’ gestauon Chromospmc 
covmts of the mature offspnng of these females, however, 
showed no hctcroploids ' Using a different technique, similar 
results were obtained in rats by French workers A few 
“ hctcroploitj ” embryos were seen at 12th day but none at 
full-term gestauon ’ 

The method is, I believe, simple and useful The 
results arc good, and nothing suggests that the intra¬ 
venous adimnistration of the colchiane derivative is 


Melandcr 1 Hmdilas 1950 3C 335 ihd 1951 37 2»S 
HSjrpkMit, G Banc A thd 1950 36 329 v. i io*;i 

White M J O Arumil Cytolon andr\o1utwn Camvnape, iyy* 
Lictu O ] Dusun P Jr Cokhionc lo^a 1957 

Dobzhan»k> T Genetics and the Onpin of Spcaci Nc» lorx, tv** 

fcdw«d> R G 7 1958 137 317 

Piko. L.. Bemsef Helmrcich O A,crurf Lc^d I960, tBG 737 
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dangerous So far we have used the drug in 62 patients 
without any toxic manifestation 


Department of Clinical Medicmc, 
Medical School of Ribeirao Preio, 
Sao Paulo, Brazil 


CAssio Bottura 


TREATMENT OF IDIOPATHIC HTPERCALCiEMIA 
OF INFANTS 

Sir,—^M any arades have now appeared about the 
treatment of idiopathic hypercalcsmia of mfants A low 
calaum and vitamin-D mtkke, a high phytate intake, and 
the adnumstranon of cortisone have been recommended 
To my knowledge mention has not been made of the 
possible benefiaal effect of total exclusion from tiltra- 
violet rays 


The anurachiuc effect of sunhght is thought to be due to the 
acuvaaon of 7-ddivdrocholesterol m skin This activanon may 
result m the formation of substances with vitarmn-D activity 
equivalent to 1000 or more umts of vitarrun D per oay m infants 
who are exposed to ultraviolet radiation Possibly this disease 
has not been reported m Negroes because of the lesser effect 
of ultraviolet rays on deeply pigmented skm 
It seems probable that mfants with idiopathic hyper- 
calcaemia are sensitive to very small amoimts of vitamm D and 
It would seem advisable that pauents with this disease be 
excluded from sunhght durmg those seasons when rays between 
280 and 320 ji are present. 

Possibly someone with knowledge of the metabohsm of 
vit amin D might render judgment whether mfants vath idio¬ 
pathic hypercalcemia should be excluded from sunhght as 
part of their treatment 


Department of Fediama, 
Jeffenoa Medical College, 
Philadelptua. 


Hans G Keitel 


TREATMENT OF OBESITY BY THE HIGH-FAT DIET 
Sir,—^B eanng m rmnd case 5, and the large group of 
patients and friends she appears to represent, can Prof 
Yudkm and Miss Carey (Ocx. 29) offer a 1500-calone diet 
that is permanently acceptable both socially ana finanaally 
to an adult woman of any age ’ An overweight woman is 
conspicuous m a crowd she does not wish to draw further 
attention to herself bv always differmg from the group 
when she is not eatmg alone 
We would be most grateful 

Hadlngli, DAFHNE SASIENI 


ERYTHROCYTE ENZYME DEFICIENCY IN 
UNEXPLAINED KERNICTERUS 
Sir,— was very mterested by the contribuuons from 
Snuth and VeUa^ and Doxiadis et ah* They confirm 
some observanons I had the opportumty to report last 
year 


I have so far studied 19 jaundiced newborn childrea (11 
males, 8 females) with unstable g sh. and/or g -6-p d defect 
m their erythrocytes In 10 cases exchange transfusion was 
performed 7 of the transfused children and none of the 
untreated survived without damage Preapitatmg factors, such 
as dangerous drugs, were recognised m only a few cases 
Severe ansmia was rarely present, on the other hand, jaundice 
was often associated with severe clottmg disturbances, mdicat- 
mg perhaps hepatic impairment, which may be due to the 
enzyme ahnormahty itself In fact, as I was able to demonstrate 
by Uver biopsy, g -6-p d activity is decreased m the hver of 
sensitive mdividuals as well as m their erythrocytes ‘ 


1 Smilh, G Veils F Xjincet 1960, i 1133 

2 Domadis S A , Fessas P Valaes T ibuJ JiJ} 2, 1960, p 44 

3 Smdi Sassaresj, 1959 37 19 

4 Aaaptxdtat launat 1959 12, 904 

5 NVn Congris dee Pihatres de Langue Francaue, Oct. 1959, vol rv 

Mcmtpelier 

6 Boll So. ltd Bwlo Spot 1960 36,106 


The observations of Snuth and Vella and Doxiadis et al 
emphasise agam the importance of this pamcular type of 
neonatal jaundice They also confirm the high mcidence of the 
syndrome m a few famili es bearmg the defect, and this fact 
suggests that there is a genetic factor m addition to the g -6-p d 
defecL 


Clmica Pediatnca, 
UmversitA di Sassan, 
Italy 


Franco Panizon 


A SEVERE ANAPHYLACTOID REACTION 
TO HYDROCORTISONE 

Sir,—O ccasional allergic reactions followmg the local 
mjection of hydrocortisone have been recorded,^ and 
m many cases the possibihty that assoaated use of 
hyaluromdase or procame was to blame has not been 
firmly excluded The followmg case illustrates an allergic 
response of alarmmg seventy to the mjection of ‘ Hydro- 
comsyl ’ (Roussel) 5 ml m a paoent who had never had 
either local or general steroid medication. 

No other solution was mjected and it was possible to 
exclude any prevnous mjecuons (withm 2 months) and any 
tablets or medicmes (except 2 tab codem co B P ,to 
which the pauent was accustomed, taken a week pre¬ 
viously) .S imil arly no dietary explanafron could be 
discovered 

A woman of 50 had, on Apnl 8,1960, a cup arthroplasty for 
osteoarthnns of the nght hip She made a normal recovery, 
and was discharged to outpanents on June 17 
On Sept 15, durmg follow-up exammauon, she complained 
of pam m the n^t shoulder A tvpical moderately severe 
supraspinatus tendmins, with early pencapsuhus, was fotmd, 
and at about 330 P M hydrocomsyl 5 ml was mjected mto the 
rotator cuff 

She had no immediate ill effects, but at 7 30 PM, after 
supper, she suddenly felt her “ face funny—^blotchv with 
lumps, and burmng ” Red patches appeared on her arms, and 
she felt sick. She “ passed out ” and was earned to bed 
An hour later, when her doctor amved, she had regamed 
consdbusness, but she was vomitmg profusely, had pam m the 
stomach and loms, andhadurticana, espeaally on the arms and 
face Conglomerate petechis and bruises appeared over the 
arms and face She was m a state of shock, with tachycardia, 
extrasystoles, and a weak pulse. There was much abdominal 
tenderness, especially in the hver area 

She was given anu-histammes (‘ Pinton ’), and she felt a bit 
better next day, but for 2 days she vomited repeatedly and had 
diarrhcea and rectal mconnnence The stook were fluid and 
black, and the vomit contamed dark blood 

She was readnutted to hospital on the 3rd day Laboratory 
investigations showed h$moglobm 92%, platelets 300,000 
per cjnm, bleedmg-ume 2 min, dottmg-nme 6 mm, clot 
retraction after 1 hour normal, prothrombin content 100% of 
normal, and prothrombm consumpnon normal The vomit 
contamed dark blood, and occailt blood was present m the 
stools The urme was normal. 

Vomiting and diarrhcra ceased on the day of admission, and 
the abdominal pam and tenderness cleared up wi thin 48 hours 
She returned home after 5 days 
Although mtradermal skm tests were unlik ely to be helpful 
so soon after such a severe reaction, they were attempted on 
Sept. 7 usmg (1) control solunon, (2) a mmute dose of pem- 
cillm (to exclude pemallm contamination of the syrmge used 
for mjecnon), and (3) hydrocortisyl 0 01 ml An eiytfiematous 
plaque 0 75 an. m diameter formed m 24 hours around the sue 
of hydrocornsyl mjecnon, and persisted for 2 weeks, while the 
control sites showed no reacnon 

Thus It appears almost cxrtam that this alarming 
reaction was due to the hydrocomsyl injecmon. Some 


1 Kendall, P H. Atvi pfys Med 1958, 4, 170 
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2000 hydrocomsyl injections have been given in this 
department over the past 3 years, and except for one case 
of mild infection foUowmg an injection for tenms elbow 
no other ill effects have been encountered from the use of 
these mjecuons for the minor orthoptedic troubles treated 
by this method 


My thanks are due to Dr Josef Grutz, who dealt with this cmer- 
gencj so capably, and who has cooperated in the inquiry concerning 
aitiological possibilities 


Oldchutch Hospital, 
Romford, Essev 


R A King 


ZOLLINGER-ELLISON SYNDROME 
Sir,—W ith great mterest I read the amcle m your 
issue of July 16 concermng this syndrome with diarrhcea 
and malabsorption The gastric-secredon studies before 
and after removal of the pancreatic islet-cell tumour were 
parucularly strikmg As the Birmingham group pomt 
out, confirmauon of their observation with tumours of 
similar type is important, so you may be interested in 
the story of a pauent Dr G J Verdonk and I reported i 
at a colloquium of gastroenterology m Antwerp m 
September, 1958 ' 

A 66-year-old woman who presented herself in June, 1957, 
had a continuous pain m the epigastrium, spreading to the 
back After meals the pam was worse and she complamed of 
heartburn and eructauon She had no diarrhoea—on the 
contrary there was a disunct consupauon She never had 
hypoglycaimic attacks 

1 Djjk, M , Verdonk G J Ttjdschr Goitro ettterohst^, 1958, I, 481 


Exanunauon of this fat healthy-lookmg woman retealcd a 
resistance in the left upper abdomen which was at first thought 
to be an enlarged spleen 

Erythrocyte-sedunentauon rate 15 mm in one hour 
Hamoglobm 12 8 g per 100 ml Wliite cells 5400 per c mm, 
normal differenual count Liver-funcuon test normal No 
occult blood m the fmces Urine normal A fraaional test- 
meal showed considerable hyperacidity free acid 106, total 
acid 120 


X-ray exarrunauon of the stomach did not demonstrate an 
ulcer, but the mucous-membrane pattern was rough On 
compression of the stomach an area of lack of contrast was 
visible, possibly caused by pressure from behind The 
radiologist suggested a pancreauc tumour or cyst Just distal 
to the duodenal bulb a pseudopodial contour was seen, inter¬ 
preted as a diveruculum 

After SIX weeks’ ulcer treatment with rest, diet, intispas- 
modics, sedatives, and antacids she was admitted to hospital, 
because the abdommal mass was still palpable We finally 
decided on operauon On Nov 1, 1957, a pancreatic tumour, 
7x65x65 cm, was removed During the operation the 
stomach and intestines could not be explored The surround¬ 
ings of the tumour and omentum were hypertmic and con- 
tamed large dilated veins The omentum was containing the 
tumour and was firmly connected to the surface of the spleen 
The tumour was removed without vagtomy or gastrectom> 
The histological diagnosis was “ insulinoma ” 

In September, 1958, nearly ten months after the operation, 
a fractional test-meal showed that the acid secretion was now 
reduced to subnormal free acid 0, total acid 16 (maximum) 


Atunicipal Hospital, 
Arnhem, Holland 


M Dijk 


The Widdicombe File 

LXVII —THE DIVISION OF PATHOLOGISTS 

Dear Peter, 

I too thought your letter was sound but I think your 
friend G G , like several of the pathologists, is not enurely 
famihar with the real function of a college They ask 
“ Can we trust the physicians ”, meanmg presumably the 
mtermsts, the dermatologists, the ptediatncians, the 
neurologists, the psychiatrists, and the other chnictans in 
the college, and they talk earnestly about the need for 
mdependence But, bless our souls, why do they need to 
be independent ’ A college is basically a degree-granung 
body and also ideally a community of individuals with 
kindred interests Do W'e hesitate to take a university 
medical degree because w'e doubt the good intentions of 
the philosophers or theologists who are represented in its 
court, or do we demand independence so as not to have to 
cat at table with engineers or law'yers ’ Maybe the young 
men want independence at any price because this is the 
parrot cry of the mid 20th century Fortunately m the 
college the dermatologists seem to show no distrust of the 
psy chntnsts, md the neurologists are not afraid of being 
ounoted b^ the general physicians else there would have 
to be lots of new colleges What will it benefit the 
pathologists of tomorrow to ha\e their own college wth 
Its expensn e library and regalia, portraits and plate > Arc 
pathologists anxious to accept the soaal and other 
obligations of a college and to mamtain an expensive 
establishment—for rest assured thev wall not for long 
remain content with an attic m Euston but will feel the 
urge to compete on the perimeter of Regents Park ^ 

Although vour arguments were sound one correspon¬ 
dent accused vou of talking nonsense His letter reveals 


the lack of cohesion amongst pathologists and indeed the 
seed of the next potential spht (“ Can we consultant 
biochemists trust the pathologists and bacteriologists?— 
we must be independent at all costs ”) What I mean is 
this, Peter, if the pathologists (and I am using this term 
generally to mclude bacteriologists, varologists, chemical 
pathologists, serologists, forensic pathologists, and 
hmmatologists—all in fact who are concerned with the 
laboratory invesugation of the patient alive or dead) do not 
accept this very generous offer of negotiation by the Royal 
College of Physiaans (some claim that it will fail because 
it is too generous), they may have to wait a long time 
before achieving the unammity they require to embark on 
a new venture Many of the academic pathologists—if 
what I hear is true—care httlc whether there is a faculty' 
of the college or a new college 

Please impress on your many pathologist friends, 
Peter, that a faculty will require an appreciable measure 
of support but a new college will require overwhelming 
support from all species of pathologists Remind them 
that a faculty’ can always be chssolved (I trust that in the 
event of a faculty both the pathologists and the college 
will insist on having this m their agreement) but once 
they embark on a college they will have committed their 
successors to a hfe of independence and will have severed 
connection with their clinical colleagues A recent 
president of the college, it is said, once invited the 
pathologists to look forward fifty years They should do 
this now The rapid growth of speaahsm, automation, 
and the increasing excellence of tcchniaans may bring the 
pathologist of the future much nearer to the patient tlian 
he IS today and nearer to the chmaans An irrevocable 
move at this time would be a misfortune 

Yours ever, 

W W 
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Parliament 


Queen’s Speech 

In the Speech from the Throne at the opemng of 
Parliament on Inov 1 it vras armounced that the Got em- 
ment proposed to mcrease war pensions^ and retirement 
pensions, other benefits, and contributions under the 
National Insurance schemes * Thet would authorise an 
mcreasmg let el of expenditure on the physical recreation 
of the voung Awards for students at umversines and for 
those takmg comparable courses at other insntunons of 
higher education would be granted on an improt ed basis 
They would mtroduce a BiU to provide better means of 
dealing with j oimg offenders, to extend compulsory after¬ 
care to prisoners and so to discourage them from ret emng 
to crime, and to improve the management of approted 
schools j 


Welsh Teaching Hospital 
On Kov 2, on the adjournment, Mr Leo Abse sharplv 
cnna=ed the plans for this new teadimg hospital, which he 
described as an “ ossified hospital design accepted fiom a 
septuagenarian architect bv assessors led by another septuagen¬ 
arian architect a design for a hospital for 1950, not as it 
should be for a 19S0 hospital ” Wales wanted a fortvard- 
loohu^ teachmg hospital, it was bemg proffered a mausoleum 
Gomg on to offer detailed cnucisms, he said that the con¬ 
temptuous attitude to research was weU illustrated bv the 
locanon and space allocated to the animal house In defiance 
of hospital planning, the X-rav department was so embedded 
vuthin the buildmg that expansion was n ell mgh impossible. 
A deiisorv amount of space was allocated for radioisotopes 
A trivial 32 beds had been allocated to mental illness, and there 
was still no sign of a department and chair m psychiatry bemg 
created But the most disma ying feature was tne ludicrous 
amount of space allocated for research m relation to bed space. 
The design gave every appearance of there havmg been a battle 
for beds between heads of departments 

Other points which he made were quiet rooms m the noisiest part 
of tne biulding, the slmce room farthest &om the beds most needmg 
Its services and unrelated to treatment suite, cross-mfecaon risks 
increased bv infected material bemg brought mto the ward smte for 
disposal and bv inadequate air-condinoning, lavatories concentrated 
m blocks and not related to bed areas or dav spaces, an operating- 
ihearre with a wood-block floor which could never be sluiced dean, 
eight-sto-ev light wells which meant that wards would be badiv lit 
and have a wretched outlook. 

All these blunders and manv more, he added, would be 
housed m a dull chff-like bulk of buildmgs unmistakablv 
insTitntional m appearance 

Miss Edith Pm the parhamentarv secretary to the 
Ministry of Health welcomed the oppoitimitv of discussmg 
the Umversitv Hospital of Wales and of replying to some of the 
criticisms The fact that it was an undergraduate medical 
school dictated not only the concept of the work to be performed 
tnere but also the site of the hospital, which was to have 650 
beds The scheme must be view^ against the development of 
acute hospital services m South Wales, which mduded not only 
another major acute regional hospital working m the earths' 
area but also major acute hospitals at Bridgend Pontypridd, 
and Newport, and others m the Welsh Hospital Board s plans 
for itlerthyr and North Monmouthshire. 

The Board of Governors of the Umted Cardiff Hospitals and 
the Welsh National School of Medicme desired a hospital 
mtegrated with a medical school, with the closest possible 
workmg arrangements hero een the professional and the clinical 
staff and with the various departments and their research and 
other laborato- ies An architectural competition for an important 

• DetsTs of ihtse p-oposals are siven on p lOSI 

T Details o*" these p-oposals are green on p IOS2. 


scheme of this size ivas thought preferable to selectmg an 
architect, because it was beheved that compecinon would give 
mcennve to a number of architects to thmk about the problems 
set by the promoters and that new ideas and techmques rmght 
be eiohed Compennon, however, could do no more than 
select an architect and, m a scheme of this size, a fundamental 
design The promoters and architect could deal with each other 
on paper onlv m broad outlme The details must wait till later 
A senes of workmg pames had now been set up to go mto the 
plans of the vanous umts with the architect and '\vith the 
engmeer 

■Ward units, outpatient department lifts end commimications, 
catering and food aiwribution, trainmg accommodation, tne dental 
school, were all bemg looked at m this wav The internal design and 
layout of the ward unit, for mslance, had alreadi been replanned to 
provide better access and better supervision to take account of the 
latest thoughts on cross-infection, mo-e smgle rooms had been 
provided, and the large tea-bed unit had been bwiken up mto smaller 
units 

This wns a normal process which one would expect to take 
place with anv design and similar replannmg was gomg on 
throughout the hospital The promoters had exammed the 
design carefully m the hght of the numerous ennasms and 
were satisfied that the completion of the process of preparation 
of detailed sketch plans, which was now gomg on, would giie 
them a modem and efficient hospital and a medical teachmg 
centre She thought it premature at this stage to be too critical 
of the detailed plarmmg because the details had snll to be filled 
in It was her earnest hope that, when this hospital was 
completed, the Welsh people would hat e a hospital m accord¬ 
ance with their wishes and a hospital of which thev might be 
proud 

QUESTION TIME 
Poliomyelitis Vaccmation 

At Sept 30, 13,333 000 people m England and Wales had 
been vaccinated agamst pohomvehns under the National 
Health Service 


Appointments 


Bkkbeck 'sV Q Cantab con^tJtsnt in phN'sjcal 

dad.cms Xo”tl:3inpton K.erTenng araa. 

Bpowne, M P M3, Ni. J D T-M H. aixpo-* M D heal Ji control 

xinii London -^irport- 

Burtles Richard Lead. f3_a. r.C 3 consialtant ansesth^tist 

NoMhainpicn and Kcfenag area. 

Ralph 'i_b. Load, mji cj>x. d as^Jistant pkvcniatn-t 

(SJLM.O), ■\>Iesburv and High combe area. 

Brccc '13 Nlanc. g s.ealo maiemitv hospital 

CLmbndpe. 

LtJNN J E.> 'LB Gla.sg D3.H, D3JL M OJL and assistant 

school M.O Oldham 

Orton "W T '3 Beh. D3J1 semo- assistant m,o \^emblev and 
^lUesdea 

Birmingham Regional Hospital Board 

Batten R L- F3.C.S consultant surgeon West B*xiinvnch group of 
fao^iials 

Gmxa Thonlas ' 3. Hdm. D3A1 consultant and dsputA m'Niical 
superintendent St Edward s Hospital Cheddl“ton and S cVe-on- 
Trent hospital group 

Hill, En rrN £. m 3 Gla^g V3C3 d clh consultant pstL-tnaan, 
Bmaincham (Sell\ Oah) hospital group 
Robb, H P '.3 AbenL, d3.ai consultant p^ch.atr’M and dep-M- 
medical supeim enden Lea Hospital and Lea Castle Hokpita] 
Ross,J H M3Canab M3C3 dobs' part tuneconMdtantphvkician 
Hercfci-^ishire ho^p tal group 

Sagt R. H M3, Birm. F3 C,s consUian surg^n B,nmncnam iSellv 
Oah) hosp tal group 

Liverpool Regional Hospital Board 
Oswald D C. M3 Dubl assistant padiolosrn Birkenhead H..M C 
Porter R. A. \3 Bdf depun medical 'superintendent (s.,hai o ), 

Side Hospital 

Svow R G ' 3 , Bjm. r3~A r C3 pait-nme consultant ansMhetik^ 
Chester area 


iviancnester Kegional Hospital Board 

Fleming A G M3 Durh, D3 ,nl consul tant p vematns* end medical 
Mipcnntendent Calderstones Ho^pi^ WhJle' near B1 ckbum 
GRLMpAW Loton D3C, ' b Manc. D3«M consult-Tt chntnT- 
Bur v and Ross end.,.le hospital g'oup 

Kra^cki j .V VLB EtLn- dj_\i ccuwJtan pATchi^mw Wes- 
Manchestrr and Sp-mgSdd and Sam on hosp tal c-v-p 
MFrnALra,W J air Manc. fr-CR consultant sugcon Blackburn and 
cistricT hospital gnsjp 

SlmpsOn P C. M3 Edin. seni-*' casi^Jn oScer Witiunston Hckp 
near Manchever 
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JAMES ERIC PATERSON 
MB Glasg,FRFPS 

Mr J E PatersoHj honorary consultant in neuro¬ 
surgery to the Scottish Western Regional Hospital 
Board, died at his home in Rothesay on Oct 26 

He was the son of a doctor and graduated from Glasgow 
Umversity in 1911 as the most distinguished student of his year 
He spent some years in resident hospital posts, in general 
practice, and in junior staff appointments in surgery, gynaeco¬ 
logy, and •msstheucs before he jomed the R A M C to serve in 
France during the first world war After the war he returned 
to general practice and part-time speciahsm, and in 1920 was 
eleaed f R f p s 

In 1926 he was offered the post of visiting surgeon to 
Stobhill Hospital, Glasgow, at that time a poor-law 
institution with 2000 beds for the aged and the chrome 
sick This appointment required him to give up general 
practice but gave him no chance to bmld up a consultmg 
practice, and its acceptance meant a considerable financial 
loss A colleague relates 

“ To be poorly paid for tendmg the ‘ dregs of humamty ’ was 
no deterrent to this extraordinary little man From the 
apparent dross he extracted much gold and gained a breadth 
of experience which few have achieved To suit his poor- 
risk pauents he developed multi-stage operations He quickly 
learned the need for medculous preoperauve preparation and 
postoperative care and set up a specialised anesthetic service 
In the early ’30s his was a lone voice preachmg the gospel 
of biochemistry, and he used the, then, slight resources of that 
science to the full Blood-transfusions were commonplace 
m his work when they were seldom thought of else¬ 
where, and before the late war there was a blood-bank in 
Stobhill 

“ He was indeed a general surgeon, whose work ranged 
from the newborn to the geriatric piuent and embraced all 
specialucs His techmque was superb Watchmg him operate 
was like turamg the pages of a beautifully illustrated atlas of 
operative surgery The neat, the precise, the anatomical 
attracted him, and he derived much pleasure from his pracucc 
of abdonunal and reconstrucuve surgery and from urology, 
but neurosurgery became his true love This specialty he 
developed step by step from zero, beginnmg with attempts to 
relieve the hopeless cases admined to Stobhill for terminal care 
In less than ten years he changed his wards from what was 
derisively called the ‘ dcid hoose ’ to a teaching unit ” 

The worth of Paterson’s w’ork in neurosurgery was soon 
recogmsed, and he was appomted neurosurgeon to the 
Victoria Infirmary He continued to work there until the 
estabhshment of the neurosurgical unit at HiUeam in 
1940 When the National Health Service was started, 
he gave up general surgery—not without much heart- 
searchmg—and confined himself to neurosurgery 

EAT, once one of his students, wntes 

“ Two thmgs were noteworthy about Eric Paterson The 
first was that he was a great man With the culnvauon of a new 
spcaalty he combmed modesty, enthusiasm, uniniugated 
frankness about himself even more than about others, unvary- 
mg trutlifulness, and an uncanny habit of being right m his 
judgments These are not the quahties which produce an 
ov erblowTO reputation during a man’s lifetime, but they indicate 
the second noteworthy feature about him, which was that his 
greamess was not as widely known as might have been expected 
Instead he built a soUd foundation of friendship, respect, and 
those ultimatcs in admiration—emulation and imitauon He 
threw awav opportunities to be grandiose, he gave limchght to 
juniors, and he demanded no ceremony Such attributes a*’c 


looked back on after years with love Even his faults were 
vernal, for tliough lus irascibihty towards foohshness was 
legendary he was never hurtful His mflucncc will outlast more 
brittle reputauons Nor for generations will the personal 
magneusm of the man fade from the mmds of his pupils, and 
his pupils’ pupils for even longer the traditions of the units 
they serve must reflect the imprint of his character ” 

S A sends a physiaan’s tribute 

“ Wee Pat was really known and tmderstood by only the 
surgeons This was entirely proper He belonged to them 
Mavbe physicians—second to none in their admiration for him 
—^hke to imagmc this frail httle man cast in a different role 
To them it seemed strange that a surgeon should flit through 
the world on tiptoe—eager, tireless, and radiant His face— 
specs and all—was a classic for the students sensiuvc to the 
physiognomy of intellect Few men revealed m their demeanour, 
voice, and gesture so v ivid a spectrum of human emotions the 
tranquilhty of deep meditauon, the turbulence of the exploring 
nund, the flash of anger, and the smoulder of despair But most 
memorable of all was his dazzlmg smile—impish and mis¬ 
chievous—transformmg the senior surgeon into a jubilant 
schoolboy, but eloquent too of his deep humamty James Eric 
was splenidly endowed with the attributes shared by the arnst 
and tne philosopher-surgeon he was m love with the world of 
beautyj and its glory and splendour were refleaed m his 
imagnauon Out of these his riches he gave abundantly to 
pauent and colleague alike they rejoice in his talents, they 
grew and were fortified by his example ” 

W G also writes of the man as well as of the surgeon 

“ Wee Pat’s knowledge of surgical literature was immense, 
but surgery by no means filled his life He regarded the world 
with childhkc wonder so that all things were of interest to him 
In literature, poetry, biography, music, and philosophy he was 
astonishmgly well informed Botany and geology were his 
delight Sailmg was a pleasure with him ull it became too 
strenuous for his years, and then he turned to pamting 
Criucal as he was of his own efforts here, he developed his not 
inconsiderable talents to the full by his customary mtensc 
appheauon Because of all his interests he was self-contained, 
and boredom was unknown to him, but he loved to meet a 
fellow enthusiast and made many fnends through his 
hobbies 

“ In lus earher years his sensiuvity and his enthusiasm 
made him a little prickly and mtolcrant, but the passage of 
time wore away the sharp edges and left a benign, mature 
personahty as sumulaung as ever He had no ambidon to 
order other people’s lives, and as a committee man he was a 
self-confessed failure He could not tolerate scheming and 
lobbymg 

“ When he reured many groups of fnends and associatM 
gave him dinners and presentations The Wee Man w as deeply 
touched and quite bewildered by these tokens His mod«ty 
had never allowed him to guess his own greamess nor to realise 
that he had gamed ‘ that which should accompany old age, 
as honour, Jove, obedience, troops of friends ’ ” 

Mr Paterson leaves a widow and two sons, one of whom 
IS m general pracucc at Forres 


Mr C W KIMBELL 

G C S writes 

• It was in the unpleasant circtimstances of the 1940 cam- 
gn and then in capuvity that Kim’s ° 

naner showed itself in all its bnUiant clarity His devoted 
•c of the wounded prisoners and his unswerving 
,se who served with him were an inspiration to all 
Oder that he had a host of friends who "if. 

ccuon and admirauon his generosity and kindhn«s and n s 
stable conspiratorial chuckle To all those the world is 
IV a colder place ” 
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Notes and News 


WORLD HEALTH ORGANISATION 
At a meeting m Geneva of the WHO Executive Board, 
which opened on Oct 25,* Pr V Butrov (USSR) stated 
that the USSR would give 2 milhon roubles in 1961, m 
addition to its previous contribution, to the malaria eradication 
special account The Board decided to recommend to the next 
World Health Assembly that part of the cost of the malaria 
eradicanon programme should be financed from the regular 
budget The Board recommended a supplementary budget for 
1961 of 5800,000 This includes 5100,000 for WHO 
assistance to the Congo, a further 52,700,000 for the same 
purpose wdl be provided by the United Nations 
The Board commended Dr M. G Candau, the Director 
General of WHO, for the promptness and efficiency of 
WHO assistance, and requested that it should contmue 
They also thanked the International Committee of the Red 
Cross, the League of Red Cross Societies, and Governments 
which had helped with the emergencv health programme 


MENTAL ILLNESS IN SCOTLAND 

At the end of 1959 ^ the total number of people m Scotland 
who were tmder care for mental illness was 20,682 (467 fewer 
than at the end of 1958) Of those in mental hospitals (includmg 
the State Mental Hospital at Carstairs) 14,022 were certified 
panents (922 fewer than at the end of 1958) and 6385 were 
voluntary pauents (472 more than at the end of 1958) The 
number of admissions (excludmg transfers) durmg 1959 was 
12,428 (990 more than m 1958) Admissions of voluntary 
patients increased by 1175 to 9977 (SO'’^, of the total), but 
admissions of certified patients dropped by 188 to 2451 
8719 voluntary patients (1095 more than m 1958) left hospital 
durmg the year Discharges of certified patients (mcluding 
discharges “by escape”) numbered 1935 (118 more than m 
1958) of whom about two-thirds w ere classified as ‘ recovered ” 

At the end of 1959, the total number of certified mental 
defecaves was 8421 (98 more than at the end of 1958) Of 
these 5107 were m mstituuons and 2466 under guardianship 
Adrmssions of certified defectives to msututions durmg 1959 
numbered 445 (53 more than m 1958) 234 patients were also 
admitted on an informal basis and 29 patients were transferred 
from certified to informal status The number placed under 
guardianship was 111 (8 fewer than m 1958) 215 were dis¬ 

charged from compulsory detenaon (mcludmg those dis¬ 
charged “ by escape ”) 

A special study of readmissions durmg 1959 showed that of 
all admissions durmg the year 4480 (36%) w ere of patients with 
a previous admission 1139 were readmitted vvithm three 
months of last discharge, 886 (7%) withm six months, 624 
withm mne months, gnd 365 withm a year 


A NOVEL CLINICAL TRIAL 
The ethics of chmcal trials can raise heated discussions 
wherever doctors meet, whether m lecture hall, laboratory, 
operatmg-theatre, hospital common-room, or students’ hostel 
Now, perhaps because his pseudonym covers a man wath an 
F E-C S , Mr John Rowan Wilson has made a medical version 
of the dile mm a of means and ends the centre of his novel, 
double Blind ^ 

A young bacteriologist is carrymg out on a tropical island 
a double-bhnd trial with a vaccme agamst a form of encephal¬ 
itis The trial is bemg financed by a German drug firm which 
hopes to patent part of the manufacturmg process The island 
IS an isolated primitive co mmuni ty imder the tutelage of the 
Colomal Office In obtainmg permission to carry out the trial 
m Its hospitals and climes official channels have been by-passed 
Though the natives normally give their permission before 
receivmg the vaccme, n is unlikely that they reahse the sigm- 
1 See Lancit Nov 5,1960, p 1037 

z Report of General Board of Control for Scotland for the year 1959 

, R w Stationery Office Cmnd 1160 1960 Pp 33 2r 6d _ 

^ Double Blind John Rowan Wilson London ColUns 1960 
Pp 256 165 


ficance of the request On the other hand, “ South Atlantic ” 
enepphahus is an endemic and dangerous infection and its 
control w ould be an enormous benefit to the commumty Tv^ o 
deaths occur vvluch may or may not be due to the vaccme 
A Cathohe priest complams The Colomal Office, uneasily 
aware of lapses in protocol, if not m morahty, send out a 
doctor to report on the trial 

This complex epidemiological situation contains many of the 
important issues which beset the conscience of the research 
worker It is further compheated by the tense personal 
relations of the doctor, the bactenologist, and his wife Their 
personal problems are solved bj the novehst's mampulation 
of the plot The questions of general prmciple mevitably 
remam unsolved, but it is to their mtelhgent presentation that 
the book owes much of its unusual mterest 

BIOLOGICAL ENGINEERING SOCIETY 

The first scientific meetmg of this society was held on 
Oct 15 at the Nanonal Institute for Medical Research, Mill 
Hill In his openmg address. Sir Charles Harmgton drew a 
parallel between the state of biological engmeenng today and 
biochemistry half a century ago Perhaps m the years to come, 
he said, a fusion of the two disciphnes of biology and engmeer- 
mg might resulf m biological engmeerpig becommg as accept¬ 
able as biochenustry today In the meantime, advances m 
biological and medical science depended greatly on advances m 
engmeenng and instrumentation, and the society was makmg 
a valuable contnbution by enablmg biologists and engmeers to 
work more closely together Prof R F Woolmer, the presi¬ 
dent of the society, thought it appropriate that this first meetmg 
should be held at the Institute, for its work and orgamsation 
was a goocj example of the way m which engmeers could work 
together with biologists About 100 people attended the 
meetmg, and the programme of demonstrations was planned 
to give a cross-secnon of the subjeas which the society hopes 
to cover 

SPASTIC SCHOOL-LEAVERS 

One of the most useful quahties of voluntary orgamsanons 
IS their refusal to leave fairly well alone The Bnash Council 
for the Welfare of Spasucs, now that they are satisfied that 
there is no longer a general shortage of school places for 
spasucs, have turned their attenuon to the difficulues which 
these young people face when they go out mto the world * A 
pilot survev made by the council gives a depressmg picture 

Of 34 recent school-leavers only 9 were thought to be capable of 
becoming fully self-supportmg Though 7 of these were m work 
only 3 were m jobs with reasonable prospects None had received 
any trainmg Another group of 16 were described as ‘ doubtfully 
employable , and of these 5 were in jobs and 5 awaitmg trainmg 
None are ever likely to become financially independent The remam- 
ing 9 were expected to be unemployable 

Thus, m all, only 12 were employed and not m very satis¬ 
factory jobs The highest wage earned was £5 10s, and even 
those of average mtelhgence were domg work well below thetr 
capabihues Of the 22 who are not m jobs some are m msntu- 
uons or awaitmg admission Others hve at home and some 
attend occupauon centres Some are w aiung for trainmg All 
are thoroughly under-occupied and lack enough mterests 
to fill their days, and this leads to mental and physical detenora- 
uon In or out of jobs, they seem to lack friends and social 
life Clubs for the handicapped do not attract them, for 
whether pracucable or not, they want tp go out to work like 
other youngsters They seem to lack reahsm about their 
capabihues and of standards m the outside world, perhaps 
because of the mevitably sheltered atmosphere of the schools 
m which they were educated 

The numbers jn the survey are small, and the Council offer 
the results not as a basis for recommen^uons but as evidence 
of need. The results are a salutary reminder that, hke the rest 
of us, the handicapped are hvmg longer and that the support we 
give them must be conunuous and flexible, keepmg pace wuth 
their changing ages and circumstances 

1 Annual report 1939-60 The address of the Couned is 13, Suffolk 
Sueet, Haymarket London S W I 
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Umvcrsitj of Cambridge 

On Oct 29 the following degrees were conferred 

A J Ball J H Culc, P C Gautier Smith, J C Kclset, 
C G Rob (b> provt), David Wise 
AIB—T J WiIIis 


University of Birmingham 
Dr R L Edwards has been appointed senior lecturer and 
first assistant m the department of obstetrics and gynaicology 
University of Glasgow 

On Nov 5 the degree of m d was conferred on William 
Cullen (with commendation) and on Joseph Sluglett 


University of Queensland 

Dr T J Rcndle-Short, lecturer m child health in the 
Universitj’ of Sheffield, has been appomted to the newly 
estabhshed chair of child health in this umversity 


Royal College of Physicians of London 
Dr K D Kcele will give the FitzPatrick lectures on Tues¬ 
day, Nov 29, and Thursday, Dec 1, at 5 p M , at the college, 
Pall Mall East, S W 1 His subject will be Evolution of 
Climcal Methods in Medicine 


Royal College of Physicians of Edinburgh 

A mceung of college was held on Nov 1, with Dr A Rae 
Gilchrist, the president, in the chair 

A Hill Pattison-Struthers bursary for 1960 has been awarded 
to Dr Philip Lanzkowsky and the Jean Hunter prize for 1960 
to Dr A W E Soysa 

The following were elected to the fellowship 

Eric Jnmes M M Whitlet, Keshavarao Krishnarao Datcy, H G H 
Richards, H R L Fraser, A B Hcgarty, J S Robson, J A Lorainc, 
Tadcpalli Shamsundcr Row, R C Jackson, Veha Schrire Agnes L Scott, 
B C Smchir*Smuh, A C Kennedy, John Butler, K L Stuart, Arthur 
jarrett A R Somner D S Nand, SLA Manuua, J H Hutchison, 
D F Cappeil, J H Walters, K \V Donald, A W Woodruff, Eric Samuel 

The following were elected to the membership 

C W Kidd, A P Mcikleiohn, R M Vanreenen, Krishna Rao Purohtt, 
H L Dims R W McConnachie, ThambippiUai Vamadevan, A R Adams, 
N R Young William McQuaker Scan O Reilly, L H Harris D G B 
Powell, David Jacobson, Elaine M Belton, Ralph Emery, J K Bmns, 
Sheikh Muhammad Haneef, Ram Singh, G C Timbury, Joseph Gatt 
Barry Lewis, Anand Mohan Sur, R G B \\ illiamson, Hamdy Mahmoud 
El-Saycd, Samir Mohamed Omar Hilal, Mookencherry Cherian Mathews, 
A I Rae Frank Tsu Chang Hu David Burrows, Nedurochalil Markose 
Mathai Baboobhai Rambhai Patel B S David Achyut Govind Motiwalc, 
Peter Taylor, N P Bums, KishiaHingoram, J D Woolridge, Boon-Kheng 
Khoo, I R Lawson Pandramaial Narayanappa Krishnamurthy Khalid 
Hap Aboo Mitha Nalkundad Kyathappanavara Channappa, R A Osborn, 
Dona Priyalatha Wiicsinghc, M D Bow ic, Lotfy Labib Basra, Vishnukumar 
Gupta Erasmus Lynghdoh, M G Dunnigan, Iain Michie, Harischandra 
Ranasinglie, Ekpo Edct Eyo, Chcnniah Javaraya Bhakta Ram, Krishnadhan 
Datta, Susil Chandra Munsi Subrata Sen, Cheruveetil Kochukutty Gopj 
Mohammad Ata, J A Waddell, Bhim Sen Ghisaram Singhal, Chandidas 
Gupta, Joseph Levin, E S Garnett, Gulamabbas Juma Lbrahim, WHS 
George, J A McBride 

Hcbcrdcn Society 

Dr J J Bumm will give a Hebcrden oration on Fridaj, 
Dec 2, at 4 15 pm, at the Wellcome Foundauon, Euston 
Road, London, N W I His subject will be a Broadened 
Spectrum of Sjbgren’s Syndrome and its Pathogeneuc 
Implications 

North West Metropobtan Regional Hospital Board 

Lord Mojmhan has been appomted chairman of this board 


Diary of the Week 


NOV 13 TO 19 

Monday I4th 

Postgraduate Medical School of Lovdon, Ducane Road, W 12 

Brian Ackner Depressive Illness—amicaJ Sradromc and 
Treatment 

Institute of Dermatology, Lisle Street. W C 2 
5 r M Dr P D Samman Lccrmc ana Apocrine Ghnds m Health and 
Disease 


Tuesday, 15th 

University College, Goucr Street, W C 1 
5 30 TM Prof J H Gaddum Pharmacological Analysis of Tissue 
Evcracts 

British Postgraduate Medical Federation 
5 30 PM (London School of Hjgicnc and Tropical Medicine, Keppcl 
Street, W C I ) Dr K S Kirby Nucleic Acids and Cancer 
Institute op Obstetrics 

3 pm (Hammersmith Hospital) Dr Helen Pay ling Wright Varicose 

Veins in Pregnancy 

St Mary s Hospital Medical School W 2 
5pm fright Fleming Institute) Prof Normon Moms Human 
Rchtions in Obstetrics 

West End Hospital for Neurology and Neurosurgery, 91, Dean 
Street, W I 

5 30pm Mr G C Knight Trigcmiml neuralgia 
Royal Army Medical College, Millbank, S W 1 
5 pm Dr Wilson, p INST P Nuclear Physics 
Leeds Neurological Sciences Colloquium 
5 15 PM (General Infirmary at Leeds) Dr Bertram Selvcrstonc 
(Boston) Modern Treatment of Gliomis 
Manchester Medical Society 

4 30 PM (Medical School, Umversity of Manchester) Mtdtctne 

Dr J J Bumm (Bethesda) Alkaptonuria and Ochronosis 

Wednesday, 16th 

Postgraduate Medical School of London 
2pm Dr a L Greenbaum Fat Metabolism 
Institute of Dermatology 

5 30 p At Dr Henry Haber Clefts, Vesicles, and BuIIm 
Institute or Diseases of the Chest, Brompton, S W 3 

5 P At Dr J N Pattinson Abnormalities of the Mediastinum 
Royal Society of Medicine, 1, Wimpole Street, W 1 ^ , 

8J5PAI General Practice Dr G J Watson, Dr Samuel LcfT, Prof 
C H Stuart Horns Infectious Diseases Today 
Harveian Society _,. 

8 15 P At (Joint meeting with the Osier Club nt 11, Chondos Street W 1) 
Dr A White Franklin, Dr Mounce Long, Dr T F Olion, 
Sir Geoffrey Keynes, Mr A Dickson Wright Harvey and Osier 
University of Leeds 

5 P At (General Infirmary oi Leeds) Mr G W Theobald Gynxco 
logical Pam 

6PAt Mr J B Farqubar Third State of Labour 


Thursday, 17th 

Royal College of Pifysicians of Lontion, Pall Mall East, S W I 

5PA1 Prof D V Hubble The Endocrine Orchestra (Longdon Bro'^n 

lecture) 

British Postgraduate Medical Federation _ 

5 30 P At (London School of Hygiene and Tropical Medicine) Dr J 
Kendrew The Structure of Proteins 
British Institute or Radiology, 32 Wclbcck Street W 1 , 

Bpm Air J B Massey AUs J J Gough Dr Walter Shanks Dr A M 
JcUiffc Role of Aloving Field Techniques m Trcitmcni "itii 
High Energy Radiation , 

Nuffield Orthopedic Centre, Wingfield Morns Orthopedic Hospiwi, 

. . . I 

8 30 PAt Air J Crauford Adams Jschio Femoral ArthrodcsiJ lo" 
Osteoarthritis and Tuberculous Arthnus of the Hip 
AIanchester AIedical Society 
8 P At Sir Robert Alocintosh A Trip to Russia and China 
Honvmak Gillespie Lecture ^ 

5 pm (Umversity New Buildings, Tcviot Place, Edinburgh) I 

T N A Jcffcoatc Functional Disorders of the Fcmali Dlaoucr 
and Urethra 

UNtvERsm OF St Andrews , ^ , v 

5pm (Physiology Department, Queen s College Dundee ) Mr L. ^ 
Pj rah Use of the Loops of Small and l^rgc Intestine in Ufologicai 
Surgery 


Albert Lasker Grants 

The American Public Health Associauon have awarded 
grants to Dr F H C Crick, of Cambridge, and Dr M H F 
Wilkms, of London, for their work on processes govermng 
hcredin m living cells and tiruses, and to Prof Lionel Penrose 
for his contribution to the development of human genetics and 
his findings on the effect of nuclear and other radiation on 
human bemgs and their offspring 


On Wednesdaj, Nov 16, nt 5 15 r M , at the Ro>-al Free Hospital, 
Graj s Inn Road, London, W C 1, Sir William Morrow, ph>siaan 
to the Rojul Pnnee Alfred Hospital, Sjdncj, will speak on uiccrauve 
colitis 


'rldoy, 18 th 

Juivtusitv of Lovdoi , 

5 30 r M (University College ) Prof M Westergaard (Copenhagen 
Some rundimenwl Concepts and Problems in Molecular Oenctics 

lovAL Soam of McDictN-r „ _ „ __ 

5 30PM Epxdemiohn ond Preventne Methane Dr E R nargrcaica 
Bpidcmiologicnl Studies in Com vail 

lOYAI, MtDICO-PSVCIIOLOOICAL ASSOOATIO 

2 15 r M (I Wimpole Street, W I ) Dr Eliot Slater 
(Maudilev lecture ) 

OSTCRAnUATE MOICAI SaiOOL OF IXlVDO 
IOA-M Mr H Osmond Clarke Cervical Disc Lesions 
4PM Prof C E Dent Primir> Hvperparath>Toidiim 
Aan-n of Rapiologists 47 Lincoln s Inn Eieldi, W C - 
4 30 r VI Prof R W ScarfT Prognosis in Carcinoma of the urea 
(Skinner lecture ) 

LV MOUTH MtPICAL SoOrTV c . n-ev 

e30rv (North I nan House ) Dr Richard Asliet See How ire> 


H)-steri3 311 


Applications arc mvnted for grants for research into diabetes 
mcUitus and assoaated diseases Further particulars maj be had 
from the scc-etary of the research grants committee of the Associa¬ 
uon, 152, Harlcv Strcc', txandon, W 1 


aturdny, 19 th 

OLIXCE OF GrSTRAL PfACTITIO DlS t, « - 

11 30 A M (B M A House WC I ) D I-jndie> Barien 
Adviser (James Vtackcnzic lecture ) 


TJ e Medical 
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DISEASES OF THE BASAL GANGLIA 
THEIR RELATION TO 
DISORDERS OF MO^'EMENT• 

D DENNY-BROT^rK 

OB£,MD XZ,D^hil Oxon-.LLD (hon),FR.CP 
PUTNAM PROFESSOR OF SEUROLOGT, 

HAR'iARD MEDICAL SCHOOL, BOSTON, AL-,SS 

I 

The term basal gangba has no prease lumtaaon, having 
been used b> the older anatonusts for the large gre\ 
masses at the base of the brain, mcludmg the optic 
thalamus In the present century the thalamus has been 
excluded, and the use of term limited to the caudate 
nucleus, the putamen, and the globus paUidus For 
neuropathological reasons certam closelj related sub- 
thalarmc nuclei are often mcluded I shall not here discuss 
the mtncate, and m part disputed, mterconnecuon 
between these structures The most important of these 
are shown diagrammancallj in fig 1, uhich is designed to 
emphasise the reflex pathwav from the mtralammar (i i.) 
and centrum medianum (c M ) nuclei of the thalamus to 
the globus palhduSj putamen, and caudate nucleus, and 
the efferent connections of these nuclei with the sub- 
thalarmc nucleus (s), the reticular formaaon of the 
midbram (m b r ), and the substantia mgra (s N ) Short 
pathtAavs connea these scattered subthalamic structures 
with the important motor reticular formation of the bram- 
stem The caudate nucleus, putamen, and globus paUidus 
also receive pathways from various areas of cerebral 
cortex The caudate nucleus contributes an important 
pathway' to the lateral thalamus Though the basal 
gangha are closely mterrelated with the cerebral cortex m 
this way, they presene both structure and function m 
Its absence This mdependent reflex activity is respon¬ 
sible for much of the behaviour that distmguishes the 
decorticate firom the decerebrate animal 
Mv first objective is to define the degree to which 
diseases affectmg the different gangha produce consistent 
physical signs Before 1895 there was no hmt that damage 
to this region of the bram had any specific effect, though m 
the time o<^ Hughhngs Jackson it was customary to regard 
the basal gangha as the seat of regulation of those simple 
spasms that remam when the cerebral cortex is destroy ed 
The first hmt that specific disorders of movement are 
related to limited disease of these g angli a appears to have 
been the excellent description of congemtal double 
athetosis by Anton m 1896, with the related scarrmg of the 
outer putamen on both sides The most convmcmg 
demonstration, however, was the description of progres¬ 
sive lenticular degeneration by Kinmer Wilson (1912), 
providmg a dramatic demonstration of the relation of linu- 
ted lesions of these gangha to ngidity, distorted posture, 
and tremor Only then did the earher descriptions of outfall 
of nerv e-cells m the globus palhdus m paraly sis agitans by 
Jelgersma (1908), and the comparable atrophv of the 
caudate nucleus m Huntmgton’s chorea described by 
Alzheimer (1911), assume real significance 

As had so often happened m relation to chmcophvsio- 
logical correlation m cerebral disorders, the rush to stake 

l&ctures for 1960, delivered before the Roval 
College of Ph}*sicians of London on Feb 23 and 25 
7160 


out claims on the anatomical terra nov a outran both the 
available phyrsiological philosophy and the necessary 
neuropathological experience Indeed the Crooman 
lectures of limner Wilson (1925) are wholly dev oted to 
a sobenng cnncism of the massiv e superstructure that had 
alreadv burdened the topic The difiSculues that pervade 
the subject are deny ed from the v erv general nature of the 
pathological processes that affect these structures, the 
kaleidoscopic v anations m resulting symptomatology, and 
the poorly understood part that the gangha play m normal 
cerebral function 

Hepatolenticular Degeneration 
The stnkmg demonstration of lenticular cavatauon in 
hepatolenticular degeneration (Wilson’s disease), though 
important m other respects, was most misleadmg m its 
imphcation that the disease process was itself locahsed 
The widespread nature of the ghosis that accompames all 
forms of the disease (HaU 1921) is now generally' recog- 
msed That the disease is an mbom error of metabohsm 
resultmg m accumulauons of protem-bound copper m 
many organs, particularly the hver and nerv ous svstem, is 
also well understood Withm the nerv ous sv stem greatly 
mcreased concentranons of copper are present m the 
putamen and thalamus, and to a less extent m the cerebel¬ 
lum and cerebral conex (Cunungs 1948, SpiUane et al 
1952, Cartwright et al 1954) The stnkmg improv ement 
that can follow removal of small amounts of copper from 
the body bv chelation mdicates that, m some cases, a 



Re 1—Diagram of the chief connections of the basal ganglia^ 
The efferent svstems of the globus paUidus (g p )3 putamen (p ), and 
caudate nucleus (c-n ) pass through the ansa lenticulans (a l ) to the 
fields of Forel (f F ) There thev reach the subthalamic nucleus (s ), 
the scattered nuclei of the imdbram renculum (m b r.), substantia 
nigra (s N ), and red nucleus (tl), with connecnons to ^e reticular 
nuclei of the pons (p R.) The reflex circuit has an afferent limb m the 
lemmscus and ascending tegmental tracts (represented as a broken 
Ime) through the mtralammar (i L ) and central (cj.i) nuclei of the 
thalamus The midbram and subthalamic reticular nuclei receive 
terminations of the brachium conjunctivum (dotted line B a) 
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relatively small fraction may m time mterfere tvith vital 
enzyme function In the juvemle type such improvement 
IS unfortunately offset by other unloiown faaors 

When the symptoms start after the age of 20 the disorder 
appears as flappmg tremors at the wrist and shoulders, 
which are absent at rest and provoked by movement The 
very diffuse ghosis of the nervous system that is then 
present makes it impossible to relate such incoordination 
to damage to any particular structure The tremor has 
some features m common with that caused by other types 
of damage to the midbram reticulum The fate of such 
cases IS usually determined by the seventy of the associated 
hepatic cirrhosis If they survive for long a generahsed 
mild muscular rigidity ultimately appears in all hmbs, 
predominantly m flexion, in assoaation with severe 
dysarthria and dementia There is then widespread fibrosis 
of the cortex, thalamus, and basal gangha 

In the juvemle types of Wilson’s disease mvoluntary 
movements of a different kind occur These are at first 
small involuntary lapses in posture At or about the same 
time the natural facial expression changes, the mouth is 
held more constantly open, and the eyehds bhnk seldom 
The changes m expression, assoaated with shght postural 
changes m the hands in the nature of overextension of the 
fingers (fig 2a), long precede the dysarthria and faale 
smile that were noted by Wilson Gradually the postures 
of the hmbs become more stiff—at first m walkmg, when 
they tend to overextension first on one side and then on 
the other—leading to an awkward clumsy gait A plastic 
rigidity is then apparent in the affected hmbs It is at this 
time that a slurred dysarthria is usually first nouced As 


the disorder progresses first one then the other arm 
becomes flexed in a hemiplegic posture, and the loner 
hmbs become more constantly extended As these 
postures develop, tremor usually appears In some pauents 
the tremor is that of the adult type of the disease, a rapid 
altematmg flapping at the wrist and fingers In others it 
begms as athetosis, with slow swings from overextension 
of the hand to overflexion In this type the swing of 
movement may m time accelerate and make gradual 
transition into a parkmsoman type of tremor In most 
patients the swings of athetoid movement become slowed 
by mcreasing rigidity, the hand becomes more connnually 
flexed and the ankles overextended as part of the terminal 
hemiplegic dystoma that was illustrated so well m Wilson’s 
original description 

I should like to draw particular attention to the evolution 
of the termmal dystomc state in hemiplegic attitude, for 
this has, in my experience, been mvariably present when 
bilateral rarefaction or frank cavitation of the putamen has 
occurred In time there is yet a further change in the 
symptomatology, m the nature of lessening of the hemi¬ 
plegic rigidity, and us conversion into a state of mild 
general flexion (fig 26), with flexed wrists and extended 
fingers and ankles If the patient is hfted from the bed, the 
hmbs sail stiffen, resuming m some degree the earlier 
rigid hemiplegic posture (fig 2c) I shall later return to the 
significance of these postures, for they arc a key to much 
that IS obscure in the pathophysiology of the basal gangha 
Huntington’s Chorea 

It IS not necessary here to outhne the charactensocs of 
Hunungton’s chorea except to point out some disnncuvc 



rip 2—To show (a) the earl, abnormalities of posture in a patient of 16 bepinnine 
to show sipnt of hepatolenticular depeneration In (A) Is shown the posture 
»amc patient 4 > ear* Inter In an nd\ nnced Bta;;e of the disease (note the o% erflexed 
wrist* with extended finRers) If the patient Is lifted from contact with the 
surface of the bed <c) all Hmbs stifTen and the lower Hmbs extend 


Hk 3—^To show(Q) the extreme atrophy of the caud¬ 
ate nucleus ((i.N ) and to n less decree of the middle 
third of the putamen (P ) In on ndx anced stape of 
lluntlnfTton * chorcaj and (b) the rijrld posture 
when such a choreic patient I* raised from the bed 
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Fig 4—To show the “ mobQe spasro " with athetosis of hands and bps (c and b') in 
double athetosis* In the tercomsl stage a ngid posttxre of extension of the lower 
limbs (c) and flexion of the upper bmbs (d) replaces the " mobile spasm** 


fesmres of the mvoltmtary movements and postures The after birth- 


rarelTj parkmsomsm The most charac¬ 
teristic choreic movements reflect only the 
usual early afiection of caudate nudeus and 
fixmtal cortex. 

Double Athetosis 

The case selected by Vogt (1911) as the 
prototype of stnatal disease presented an 
unusuhllv vreU-locahsed marbled scar m 
the outer segment of the putamen on both 
sides The dmical symptoms are usually a 
bilateral labile type of athetosis afiectmg all 
parts, but pamculadv the hands, mouth, 
and neck, and present from the first year of 
life The conoinon is notv vrell recognised, 
and IS usually called “ douole athetosis ’ 
(fig 4a ana b) The scar tissue appears to 
be a static inactive process ISfanr follow 
Courville (1953) m attnbunng it to anoxia 
at birth. In several cases there has been 
cimiTgr scartmg of the cerebral cortex 
(Alexander 1942), but there is no doubt 
that the lesion m the putamen can occur 
alone, and m assoaanon with a bilateral 
mobfie type of athetosis present from soon 
In many cases ngidity of the hmbs appears 


movements are essentially labile and haphazard m distn- later, gradually slowmg the athetosis to “ mobile spasm 


buuon. I have described elsewhere (Denny-Brown 1950) and leading ultimately to mtense flexion of the upper 


how the movements of the hands and arms gradually limbs and extension of the lower hmbs (fig 4c and d) 


assume the swings of posture seen m athetosis, thou^ at 
a faster rate. This is first seen m walkmg The movements 
of the bps and jaw gtaaually devdop the wider amphtude, 
with assoaatea mcoordinate action of the platysma 
musdK, that is a feature of double athetosis For a long 
time the hmbs are hvpotomc, but the posture gradually 
becomes more stooped, and m late stages of the disease 
ngidity may appear, with more charactensnc slower 
Ethetoid movements The posture is then a rigid hemi¬ 
plegic attitude, which is gt^fly mtensified by raismg the 
patient from contact with any surface (fig 3) The arms 
are strongly flexed, ana the legs and ankles snffiy extenued. 
This posture is the same as that mentioned as a late stage 
of Wilson’s disease 

VTien the onset is earlv, ngidity may be me most 
prominent svmptom (Kehrer 1928) There is then close 
resemblance to parkinsonism, mdudmg pfll-roUmg 
tremor of me fingers (Fleiscnhacker 1924, Josephv 1936) 
In a few patients unmistakable parkinsonism devdops 
later m life (Chandler et aL 1950) though the lower hmbs 
are, m mv expenence, more often extended stiSv rhsn 
flexed m the usual parkinsonian posture. Besides atrophy 
of the frontal cortex shrinkage of the caudate nudei is 
almost universallv present, together with some loss of 
cells m the middle tnira of the putamen (Mane and 
Lhemutte 1914, Dunlap 1927) with pallor of the comco- 
siriate and stnopalhdal systems (fig 3) A condition of 
fibrous scarrmg of the putamen, called “ status fibrosus ” 
bv the \ ogts (1920) and Jakob (1923), kss been found m 
tne cases presenting ngiditv (Bielsch owsk v 1919, Terplan 
1924 Freund 1923) In some cases the aegenerauon 
extends to the globus palhdus and submalamic nudei 
The extrapvramidal manifestations of Huntmgton’s 
chorea, as wim Wilson s disease, are seen to form a 
spectrum of tvpes of movement disorder m relation to an 
evolvmg pathology, rangmg from earlv mvodomc rwitch- 
ings m some cases to toraon spasm and ngidin and, more 


When npdity has comphcated athetosis m this way the 
scartmg of the putamen is usually more extensive, but few 
cases have been analysed from mis pomt of view 
Dystonia Musculorom Deformans 
In Its progresave form, dystonia is the most striking and 
grotesque of all neurolopc^ disorders The progressive 
small spasms of flexion of a lower limb, or altemauvelv of 
tomcolhs, that are usually the first mamfestanons m early 
chflahoodj first appear as additions to movements such as 
walkmg Only when contmuous mamtenance of the 
abnormal posture occurs is the aystomc condition recog- 
msed. Though I have earher mdicated the essennallv 
athetoid character of the begmnmg of the msorder (Denny- 
Brown 1945), Its relation to athetosis is still overlooked, 
for the first signs are spasms m willed movement rather 
than mvoluntary movements. As the disorder progxKses 
new mtermntent elements of athetoid spasm make their 
appearance, they are set up, like the first, by anv stimula¬ 
tion or attempted movement, but they gradually become 
more constant. The cumulative steady spasm of flexion 
of proximal jomis has added to it extension of the fingers 
and toes, retraction of the jaw ana lordosis The later 
addition of mtermittent spasm m antagomstic musdes 
followed bv contmued contraction in antagomsts, leads to 
tne great deformity Unless there is accompanymg 
spasnatv, the asvmmemcal postures and movements can 
be profoundly changed bv altering the areas of boav m 
contact with the bed or examirung table. If the patient is 
Lfteo free from all contact with the body surface, save for 
support under the axilla, the upper hmbs fiex and the 
lower hmbs extend m hemiplegic posture (fig 5) If 
movements have been m progress they cease when the 
child IS suspended When the patient hes on one side the 
lowermost hmbs extend and the uppermost fiex These 
c hang es mdicate that reflex effects from contact between 
tne bodv and supportmg surface are important factors m 
the production of the abnormal movements and postures 
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Fig 5—Dystonia musculorum deformans To show the abnormol ottltudcs and 
their modification by suspending the patient and by lying on o fiat surface 
(Photographed atWrenthatn State School, with losidpcrsmssioiiof Dr Carl Qumn ) 


Similar flevion postures evcnrualli result 
from diffuse lipidosis of the )U\enilc tjpe 
(Sjogren 1931, Watson and Dennj-Brown 
1953) Similarly in the Hallervorden-Spat: 
syndrome, where deposits of iron-containing 
pigment accumulate in the globus palhdus, 
thalamus, substantia nigra, and dentate 
nuclei, there results a diffuse rigidity of the 
hmbs in flexion, with or without athetosis 
It IS also notable that, both in this syndrome 
and in lipidosis, there is a liabihty to sudden 
jerks of the hmbs m flexion (m\o- 
clonus) as a prelude to the eventual postural 
change 

The Enigma of Parkinsonism 
The most common of extrapvramidal 
syndromes—parkinsonism—presents the 
most difficult problems in this whole 
group of diseases There is still no agree¬ 
ment as to the essenual change in anatomical 
structure 


Dystoma is a symptom complex that has many causes, 
but the irregular and grotesque progressive deformity 
described above, with cumulative development in one body 
part after another, has not been clearly correlated with 
pathological processes other than status marmoratus, 
which closely resembles the lesion of double athetosis, but 
usually involves the thalamus and cerebral cortex in 
addition to the putamen Thomalla (1918), Wimmer 
(1921), Jakob (1932), and others have reported the lesions 
of Wilson’s disease m relauon to relauvely symmetrical 
dystonia Lethargic encephalitis was undoubtedly the 
cause of many cases of asymmetrical dystoma of partial and 
arrested types The cases of Cassirer (1929), Jakob (1923), 
Alarinesco and Nicolesco (1929) and Laruellc and van 
Bogaert (1929) showed milder changes m the form of pallor 
of tlie globus palhdus and cell loss in the putamen There 
IS some possibihty that such cases are postencephalitic 

More Diffuse Lesions of the Basal Ganglia 
From the great variety of diffuse degenerative processes 
that affect the basal ganglia, I hai'e singled out Wilson’s 
disease, Hunungton’s chorea, and status marmoratus as 
examples where rigid ** dystonic ’ states can be related to 
relatiN cly locaUscd destruction of the putamen Before 
turmng to the problem of parkinsomsm, we should briefly 
renew some of the other types of diffuse pathology that 
affect the basal ganglia These are all rare and obscure 
syndromes, and I shall here only comment on the type of 
moi ement disorder in relation to anatomical lesion 

Calcification of the basalganslia (Fahr’s syndrome) is an 
affection of the walls of small blood-\ cssels of these organs 
tliat ma\ reach considerable intensity, e\cn to the degree 
of MSibihty in skull X-rays (Fahr 1930), without neuro¬ 
logical symptoms There may or may not be associated 
hi-poparatln roidism (Sugar 1953) The neurological dis¬ 
order that Cl cntualli appears is a generalised rigidity, most 
commonli beginning in the lower limbs (Fritschc 1935, 
Chaiani ct al 19-19), with or wathout athetoid movements 
Parkinsonism developed in middle life in the patients of 
Jakob (1923) and of Mexander and Tucker (1949) The 
calcification in such cases begins on the border between 
the putamen and globus palhdus In a remarkable familial 
case of mv collcacue, Dr Paul \ akov lev, such calcification 
resulted m dvsarihria wath intense ridigitv of all limbs in 
flexion 


The pallor of the ansa Icnticulans and related efferent 
pathways of the pallidum, and the progressive loss of cells in 
the globus palhdus and, to a less extent, the striatum, described 
by Jelgersma (1908) ard by Lewy (1913), have been found by 
many others (Lhermitte and Cornil 1921b, Biclschovvsky 1922, 
Jakob 1923, Foix and Nicolesco 1925) In 1919 Tretiakoff 
drew attention to some loss of cells in the substanua nigra in 
paralysis agitans, as well as to the severe destruction of this 
nucleus m postencephalitic parkinsonism This feature of 
the disease has gained greater emphasis in the past twenty-fuc 
years (Hasslcr 1937i and b, Benda and Cobb 1942) Green¬ 
field and Bosanquet (1953) have confirmed scattered cellular 
changes in the locus ctEtuleus of the pontine tegmentum, as well 
as m the substantia nigra, found earlier by Foix and Nicolesco, 
and by Hasslcr In his posthumous textbook on neuropathology, 
Greenfield (1958) states that the lesions in the globus palhdus, 
though constant and sometimes severe, arc " essentially those 
of senility ” 

Our own pathological material in the Boston City 
Hospital consists of 21 cases, 5 of them are clearly post- 
cncephabuc, 7 have atherosclerotic lacunar lesions m the 
putamen, and 9 could be clearly calssificd clmicallv and 
pathologically as idiopathic paralysis agitans Only 2 cases 
had been subjected to serial vvhole-bram sections, but 
muluple secuons of the basal gangha and midbrain of all 
the others were av ailablc for study 


All cases of parkinsonism exhibited some degree of pallor o 
he globus palhdus and the ansa lenticularis, m scaions stained 
or my elm sheaths The correspondmg loss of ncrvc-fibrcs was 
norc impressive than loss of nervc-cclls In paralysis agitans 
he pallor was usually uneven, and foci of loss or thinning o 
nychn sheaths were parucuhrly evident in the outer pallidum 
icar the external lamina In NissI sections such foci wet 
epresented by small inconspicuous areas of loss of cells It m 
he otherwise evenly scattered pattern of pallidal cells in 
uses small concretions were present in the ground substance, 
lot dircctlv related to the foci Gliosis was mild in degree 
10 case was there anv evident disease of blood-vessc s, otlie 
han some mild sidcrosis in 2 cases (a change commonlv found 
n the globus palhdus after middle life) In one patient 
bed after a head injurv all sir.opall.dal and “ J 

ibres stained very poorlv compared with the P^lhdal 

n the ansa lenticulans In the most severcK affeac 

he palhdal cells were shrunken and stained poorlv, an 
ipid content appeared to be increased 
n 5 cases, and doubtfullv m 2 the substantia f 

he small lesions described bv Hassler No cell or fibr 
i-as found in the nigra in 2 cases 
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Fig 6—Terminal stages of paralysis agitans, to show flexion dystoma 


The lesion of the globus paUi- 
dus IS desenbed by Bielschowsky 
(1922), and in det^ by Foix and 
Nicolesco (1923,1925), who called 
It “ paravascular degeneration ” 

It was regarded as the first stage 
of a change that later leads to more 
evident loss of tissue elements 
{fitat precribh), and later still to 
pencapiUary destruction of tissue 
{etat crible) It should be empha¬ 
sised, however, that m paralysis 
agitans with paravascular degen¬ 
eration no evidence of change m 
the walls of blood-vessels can 
usually be found If siderosis is present it must be an 
mdependent abnonnahty, for it can be severe m degree 
without produemg paravascular degeneration The pat¬ 
tern of tissue damage reflects some pecuhanty m the 
permeabihty of the smallest blood-vessels m this area, and 
IS common m the earhest stage of some of the metabohe 
diseases affectmg the basal gangha 

When atherosclerosis has afiected the vessels of the basal 
gangha, lesions of the putamen are more obvious than 
those of the globus paUidus Lacunes of softerung appear 
m the putamen surrounded by foci of etat cnble The 
chmcal state is then most commonly that of pseudobulbar 
paralysis, with or without damage to the mtemal capsule 
and cerebral white matter In 2 of our cases with typical 
parkmsonian tremor and atntude, mild crible lesions were 
hrmted to the mtemal part of the putamen and outer 
globus palhdus Only assoaated atherosclerosis of the 
artenoles, and the presence of the cnble state m the 
putamen, then differentiate arteriosclerotic parkmsomsm 
of this type from what we would call true paralysis 
agitans The pencapdlary degeneration itself is more 
severe but otherwise closely resembles “ paravascular 
degeneration ” There may be small foa of similar 
paravascular degeneration m the substantia mgra, but 
these are not necessarily present Paravascular degenera¬ 
tion, I beheve, is not directly the result of atherosclerosis 
but is worsened m extent and degree by its presence The 
evidence for this will presented elsewhere The occasional 
cell mclusions that have been noted by Lewy (1923), 
Hassler (1937a), and Greenfield and Bosanquet (1953) m 
the substantia mgra have been found m the Boston City 
Hospital m aU types of case I am not convmced that they 
are a primary or specific change 

In my monograph m 1945 I made a sharp distmcoon 
between true paralysis agitans and arteriosclerotic 
parkmsomsm With greater experience I have to admit 
that this distmcnon is not absolute There is every degree 
of transition At one end of the scale one can recogmse a 
slowly progressive gentle tremor at rest, with mild rigidity, 
that may begm m the fifth decade, wnth shght paravascular 
changes limited to the globus palhdus At the other 
extreme the marked rigidity and fixed henuplegic posture 
of the pseudobulbar type is related to the “ lacunar ” 
state, with multiple small mfarcts of the putamen 
Between hes every conceivable relative proportion of 
tremor and ngidity Thus artenosclerotic parkmsomsm 
may begm with ngidity, tome grasp, and tome foot 
response, with very httle tremor In this type the 
putamen appears to be mv anably damaged, and is perhaps 
first affected Yet rigidity can also occur wath palhdal 
lesions A patient of mme, an 81-y ear-old man who had 


first developed typical parkmsoman ngidity and tremor 
twenty-one days before death, presented recent partial 
infarction (circumscribed pallor) of the globus palhdus on 
both sides There was no change m the substantia mgra 
Lhermitte'and Comil (1921a) ated a similar case 

The symptomatology of paralysis agitans consists of the 
well-known tremor and rigidity In the tremor the opposed 
thumb beats agamst the first finger, and is assoaated with 
tremor of the bps and tongue before other parts The soft 
yieldmg plastic ngidity of paralysis agitans appears first m 
the flexors of the upper limbs, and is assoaated with delay 
in imtiation of movement, though the relative degrees of 
bradykmesia and objective ngidity' are greatly vanable 
Seldom is it emphasised that m typical paralysis agitans 
the ngidity is mvanably assoaated with change m posture. 
Its preponderance m the flexor groups gradually leading 
to the stooped posture with flexed hmbs, fixed faaes with 
stanng eyes, and open mouth, by which parkmsomsm can 
be recogmsed m a photograph It is important also to 
emphasise that m the natural course of the disease the 
postural change gradually worsens imtil m a tenrunal stage 
all the hmbs are drawn mto a fixed attitude of general 
flexion (fig 6) The wnsts are then strongly flexed and 
pronated, the fingers are extended, and the ankles are 
plantar flexed Attempted displacement of any part away 
from this attitude then meets a mountmg resistance, and 
the part rapidly returns to its restmg attitude This 
tenrunal loss of plastiaty is assoaated with great lessemng 
or loss of the tremor Speech is also lost or reduced to a 
mumble 

Studies of artenosclerotic parkmsomsm mdicate that 
the coarser the lesions of the external segment of the 
globus palhdus the more rapid has been the development 
of dystoma, with correspondmgly less evident tremor If the 
putamen is mvolved tremor may not occur, and the rigidity 
IS then not only more mtense but also mvolves the extensors 
of the lower limbs and the flexors of the upper hmbs 
(henuplegic distnbunon) The pattern of ngidity as well 
as Its mtensity reflect the more lateral and lacunar lesions 

In postencephalitic parhinsonistn, though the same tremor 
may be present, it is more often damped or abohshed by an 
mtense asymmetncal rigiditv The ngidity passes more 
rapidly mto the fixed attitudes of dystoma, leadmg to 
tomcolhs, scohosis, and grotesque postures of the hmbs 
On the side on which dystoma w as absent or delayed m 
appearance, the tremor tends to be more violent and more 
extensive than m paralysis agitans In addiuon vanous 
forced mov ements and compulsions, of which the 
oculogync enses are the best knowoi, are pecubar to the 
postencephahtic state Like others, we at Boston have 
found a severe destruction of the substantia mgra m all 
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cases, but we have also found a difEuse pallor of the fibre 
systems of the globus palhdus Obvious nerve-cell changes 
in the globus palhdus or stnatum are seldom found, but 
small foa of lesser change are common More important, 
we have often foimd loss of the small thinly medullated 
fibres entenng the external putamen from the external 
capsule, and the external lamma of the globus palhdus 
from the mtemal capsule, with or without paucity of 
striopalhdal fibres There is correspondmg ghosis This 
inconspicuous change is of great significance m relation to 
the pronunence of symptoms of corticostriate and comco- 
palhdal disorder, and I shall return to it m my second 
lecture In the acute stages of lethargic encephahos 
destruction of the substantia mgra was commonly found 
in patients without parkinsomsm (Meyer 1923, Holxer 
1926) If 75% of the substantia nigra is destroyed m most 
cases of postencephahtic parkmsomsm, this still fails to 
account for the varied and complex disorders of motor 
function of that disease, and their delay m appearance 
Still less IS the similar symptomatology m paralysis agitans 
explamed by the mconstant meagre changes m the 
substantia nigra and locus cosruleus in that disease 
Focal Lesions of the Basal Ganglia 
The natural history of diseases that commonly affect 
the basal gangUa of the bram has been outlined m order to 
draw attention to their general tendency to produce 
mvoluntary movements that progress slowly to states of 
rigid maintenance of abnormal attitude We shall now 
turn to the effects of acute destructive lesions, which, by 
contrast, produce strikmg disorders of attitude from their 
beginning 

Necrosis of the Stnatum (Putamen and Caudate Nuclei) 
Bilateral symmetrical necrosis of the caudate nucleus 
and putamen has been found in condiuons such as death 
from status epilepticus m children, when anoxic damage 
to small vessels is presumably the primary mechanism 
Marinesco and Dragancsco (1929) descnbe this condiuon 
after convulsions m a child aged 4*/, years, who survived to the 
age of 6 There was patchy laminar necrosis of the cerebral 
cortex, and only mild degenerative changes were found m the 
globus palhdus Until death the child lay m an unresponsive 
state without makmg purposeful movements There was 
complete absence of speech, and swallowmg was difficult At 
first the limbs were extrcmelj ngid m flexion, but they would 
extend with changes in posture, and achctoid movements were 
present Later rigidity was less ewdent when the child lay on 
a surface, though all the limbs were seimflexed, the tvnsts 
pronated, the fingers flexed, the ankles extended, and the toes 
plantar flexed When the child was suspended m air, all the 
limbs became mtenscly ngid, the arms flexed, the hands 
clenched, the lower limbs extended, the ankles mverted, and 
the toes flexed This posture would persist as long as the child 
was suspended This phenomenon of the appearance of 
rigidirv when the patient is lifted from a surface is commonly 
called ‘ llic Foerster s}'ndrome ” Foersier (1909), howeter, 
described onl> the atonic type of ccrebroccrcbcllar diplegia, 
and die extension of the limbs when suspended appears to have 
been first described b> Batten and \on Wxss (1915) 

Hawke and Donohue (1951) described, in a 13'jcar-old 
child, a similar complete bilateral necrosis of die whole corpus 
stnatum, caudate, putamen, and globus palhdus, which 
occurred dunng a ftbnle illness complicating outis media, 
wathout ana knotaai episode of anoxia Dunng two months of 
surviaal the child did not speak or respond to commands Tlic 
exes would follow the moacments of another person, and cacn 
moaing objeas late in the suralaal penod The muscles aacre 
at first ha-potonic, but thca graduallj became suff in flexion, 
particularlj dunng passiae moacment Occasional mjoclomc 
taa Itching of muscles aaas obscra cd The remarkable phenom¬ 


enon of ngidity when suspended is not mentioned bj these 
workers Similar cases have been reponed by Verhaan (1938) 

Complete clinical and anatomical studies of cases of 
unilateral destruction of the putamen and caudate nucleus 
are equally rare I cannot here discuss in detail such a case 
m the collection of my colleague Dr Yakovlev, suffice it 
to say that for the last ten years, before death at the age of 
25, the panent had presented a dystomc contracture of the 
right arm m flexion and the right leg m extension, with 
consistent flexor plantar responses There was a severe 
spasac dysarthria Mobile athetoid spasm of the hand 
had preceded the dystomc attitude of extended fingers, 
and flexed wrist and elbow Steck (1921) reported a similar 
case, though the dystoma was not fully described 

When bilateral partial cystic infarcaon pf the putamen 
has occurred without damage to the mtemal capsule, the 
climcal condiuon has been that of pseudobulbar palsy (as 
first described by Richard Bright 1831) The pseudobul¬ 
bar state resulting from Wilson’s disease, and the con¬ 
diuon resulung from manganese poisoning (Penalver 
1955, Berry and Bidwai 1959), have obvious features m 
common 

Necrosis of the Globus Palhdus 

One of the most strikmg lesions of the basal gangha is 
the symmetrical necrosis of the globus paUidus found m 
pauents who have had an episode of coma as a result of 
inhalauon of coal gas, or carbon monoxide, or occasionally 
mtrous oxide, and rarely m those who have had other 
types of asphyxic anoxia It can also follow mtoxicauon by 
carbon disulphide (Richter 1945) 

The pauent commonly recovers from the initial coma, and 
he may be discharged from hospital apparently completely 
reheved, or with only shght mental confusion After one to 
three weeks, he may ffien relapse into coma a second time, and 
succumb in that state Most often the delayed relapse presents 
as the onset of an akmeuc mute state, with ngidity In other 
cases the relapse takes the form of renewed confusion in which 
elements of visual agnosia and catatomc postures are promi¬ 
nent, presumably rcsultmg from lesions of cerebral white 
matter In a few cases a mild parkmsoman rigidity makes its 
appearance withm six weeks of recovery from the miual coma 
I need not here discuss the many interesung aspects of 
the neuropathology, which has recently been reviewed by 
Meyer (1958), whose earher papers are among the most 
authontauve Widespread patchy areas of corucal 
ischmrmc damage may occur Their presence is to be 
suspected whenever mental confusion is persistent The 
lesion that concerns us here more parucularly is necrosis of 
the globus palhdus It is commonly found when death 
has occurred soon after exposure, without recovery from 
coma, and it is usually bilateral and approximately 
symmetrical Some part of the globus palhdus, usually 
the most anterior part of the mtemal segment, is the site 
of a hrcmorrhagic softemng, commonly occupy mg only a 
small part (10 to 20%) of the nucleus There is usually 
no mcrustauon of the vessels m tlus early stage The 
necrosis is clearly secondary to vascular damage 

Where death has occurred after a delayed relapse, xxitli 
onset of akmesia and rigidity, the mfarct is usually larger, 
and It may imohe the external segment or c\cn portions 
of the putamen An associated lesion of the substanua 
nigra has been reported (Hiller 1924) but is very rarely 
found In a few such cases ctidcncc of cortical damage is 
\cry slight, and white-matter lesions hate been absent 
Of 2 such cases followed closely m life, 1 showed an 
unnrymg akinetic state for six montlis 
This 58-y car-old man was found m coma in a small unicn- 
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Fig 7—CarVon-moncxide poisoning* (c) to show the fl<sed ahmetic mttte state, (6) the 
absence of grasp response, (c) the small response to pmpnek on the face, and (d) 
tight closure of the month when lips we r e touched. 


nlated hut, Tnth a burnt-otrt brajier fire, 'withom diimnev He 
lav tmreflesic for a dav but thea made a rapid recoverv Eight 
days later he was able to speah to read a newspaper, and to 
travel &om Florida to Boston- On the ninth dav ne was found 
to be verv drowsy, and he rapidly lapsed into an unresponsive 
state, with arms and legs moderately ngia in semtflesion- His 
eves were open and they occasionally followed the movements 
of the esammer He slowly scratdied the face if pached with a 
pm, but he gave no other reaction- The deep-tendon reflexes 
were present but not mcreased- Both plantar responses were 
extensor Theface was expressionless Swallovnng was possible 
onlv if fluid was mtroduced far back mto the mouth- Any 
attempt to open the lips or mouth pasnvelv met mcreasmg 
resistance. The limbs were held contmuouslv m a semiflexed 
posture, the wnsts were flexed, and the ankles exteaded- 
Because of mild plastic ngiditv, they resisted attempts to 
extend them passivelv The fingers were extended and were 
not used, except for a feeble brushing movement at a noxious 
stimulus to the face. There was no gtasp response to a Ugnt 
stunulus, but, occasionallv, after heaw strokmg, a feeble grasp 
was obtamed. Such responses are illustrated m fig 7 from 
another patient who survived m an identical state for manv 
months but m whom necropsy was not obtamed. 

In the first patient examination of the bram showed the 
characteristic lesions of the ^obus palhdus There was no 
lesion of the substantia mgra, or thalamus, or other part of 
the exttapyramidal system The cortex was virtuallv 
u naff ected, but some patchy lesions m the frontal white 
matter of the orbital cortex were found on both sides, with 
a smaller lesion m the deep panetotemporal white matter 
In this case vascular lesions of two oifferent stages were 
apparent, supportmg the hvpothesis that the lesion had m 
fact enlarged after the latent mtervaL The occluded vessels 
were calafied m the area of more recent extension of 
softening 

In general small palhdal lesions have not been assoaated 
with exttapvramidal signs other than slowness m mination 
of movemenL The most mtense akmesia and ngiditv baa 
followed large lesions Where ngiditv m flexion has 
followed after a long mterval, I suspect that the lesion has 
e nl a r ged because of delaved vascular changes, even after 
as long as seven years (.Alexander 1‘542), and even forrv- 
nme y ears m the report of Yakovlev (1944) 


Focal Sitbthalarric Les’ons 

Discussion of the mvoluntary move¬ 
ments of hariballisrmis resultmg from 
lesions m the subthalamic nucleus will have 
to be omitted, except to emphasise that the 
charactenstic movement mvolves a rotary 
element at proximal jomts This rotary 
element also appears m the postheimplegic 
chorea assoaated with some types of 
thalarmc lesion, and m the “ rmdbram ” 
tremor so well described by Holmes (1904) 
When progressive lesions affect the general 
region of the rmdbram tegmentum, ngid 
extension and mtemal rotation of all limbs 
eventually appears This is the most 
common type of “ decerebrate ngiditv ” 
encountered m man. Cathala (1922) has 
desenbed a unilateral example resultmg 
from tumour of the tectal r^on 

General Conclusions 
In this necessarilv abbreviated account 
of the general aspects of the sympto- 
matologv of diseases of the basal gangha 
I have emphasised the diffuse nature of 
the pathologv of such diseases, and their 
general tendency to produce mvoluntary movements 
that gradually make transition to abnormal postures 
These two features are of speaal importance, for one 
of the most baffling aspects of these syndromes has 
been the mabihty of the phvsiologist to reproduce 
them by surgical or electrolvnc lesions It has not 
been appreciated that focal necrotic lesions of the 
putamen and globus palhdus can m man produce the 
terminal states that are seldom reached bv degenerative 
diseases of the same structures In particular I would 
stress the akmetic mute state of general flexion of all limbs, 
with pronaied wrists and extended fingers, that is charac¬ 
teristic of severe destrucuon of the globus palhdus 
(“ palhdal syndrome ”) In milder degrees there is 
associated tremor of parkmsoman type. In contrast the 
more rigid flexion of upper limbs and extension of the 
lower limbs, greatly mtensified bv suspending the patient 
free of contact with bodv surface, is ciiaractenstic of 
destrucuon of the putamen and caudate nucleus (“ sma- 
tal syndrome ”) Lesser degrees of this disorder are 
characterised by athetosis and “ mobile spasm ” With 
these two basic postural changes m mind their physio¬ 
logical meaning, and the significance of the disorders 
of movement that are assoaated with them, may be 
approached. 

(Trz Tcfnauts c-7Z appz^ rfcj cid cj the Isaza-c. ) 


" The more effiaoitsoaetv becomes at rapidlvmodiiving 
our eaviromneiit and our wavs of hfe the more unpredictable 
are the responses of man to the new conditions of his oim 
makmg In order to meet its jirofessional responsibihnes, 
medicme must add to its preoccupation with di ease the stuav 
of the responses of normal man to the rapidlv changmg environ¬ 
ment. It must supplement the knowledge of pathology with a 
new saence which might be called biological technology At 
least, this is the conviction which has led me, a bacteriologist, 
to focus mv thoughts mcrecsmgiv on the factors, external 
and mtemal, which condinon the response of rn^ to the 
microbes winch are an ubiquitous part of his environment.” 
—RexeJ Dobos-J Attct ir d Ass 1960, 174,505 
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In a review of the possible causes of sudden death in 
infancy, Barrett (1954) suggested that of such cases 
“ perhaps the majority are due to the mhalation of 
regurgitated food mto the lungs ” The inhaled food 
might not cause death by directly obstrucung the air- 
passages an amount of nulk too small to cause immediate 
asphyxia nrught excite an inflammatory reaction accom¬ 
panied by pulmonary oedema, or the absorption of undue 
amounts of milk derivatives into the blood-stream might 
cause a state of shock 

Such effects of inhaled food or vomit, if they occur, 
might be due either to an mherent toxicity of the inhaled 
material when it enters the body by this abnormal route, 
or to an anaphylactic type of reaction resulung from 
antigcmc sensitisation 

We present some experimental evidence which suggests 
that the second, but not the first, of these two mechnmsms 
IS indeed a possible cause of sudden death in mfancy 
The hypothesis is that some infants may be m a h5per- 
sensmve state from the development of anubodies to the 
proteins of milk absorbed from the ahmentary tract 
Infants often regurgitate stomach contents while asleep, 
and should some of this material be aspirated mto the 
respiratory tract of an infant which has become hyper- 
scnsmie, the result might be fatal 

There is no doubt that most infants fed on cow’s milk 
develop antibodies to the proteins of the milk Gunther, 
Aschaffenburg, Matthews, Parish, and Coombs (1960) 
using a sensitive technique—the coated tanned rcd-ccU 
test of Boyden (1951)—showed milk antibodies in normal 
cluldrcn aged 7-97 weeks m a titre up to 1000 with a 
modal distnbution around a titrc of 64 

There tlius seems to be ample cwdcncc that the majority 
of mfants are immumsed to some degree or other to the 
proiems of cow’s milk, and the possibility exists that 
these or other types of anubody may sensitise the ussucs 
of the infants Anderson and Schloss (1923) showed 
that in infants watli some tjpes of nutritional disorders, 
milk proteins were absorbed via the ahmentarj tract and 
that subscquentlj prccipiuns to milk protein could be 
shown in the infants’ sera, and these antibodies could 
scnsiusc guincapigs passnely to anaph>Iaxis According 
to Clem (195S), up to 6°o of infants during the first few 
months of their li\ cs arc allergic to cow’s milk 

Pansh, Barrett, and Coombs (1960) showed that 
administration of milk over the glottis into tlie larj-nx 
of unsensmsed consaous guincapigs was for all intents 
and purposes wathout chnical effect On the other hand, 

• Elmore McJical Research Fellow, Unisc-sits of Cambridge 


a small amount of milk dropped into the larjnx of sensi¬ 
tised giuneapigs resulted in a charactcrisuc anaphj lactic 
reaction often leadmg to death The rcacuon itself and 
the pathological findmgs in such ammals were tliosc of 
frank anaphylaxis and did not resemble those seen in 
human cot-death cases If, however, tlie guincapigs were 
hghtly anxsthensed—an experimental condiuon used to 
simulate the condition of the sleeping child—milk intro¬ 
duced mto the larynx had quite a different effea In the 
unsensmsed gumeapigs there was no untoward effect, 
and even m the sensitised ammals there w'as a complete 
absence of the usual features of anaphylaxis seen in a 
conscious ammal Very soon after mtroduang the milk 
preparations mto the larynx of an an-cstheused scnsiuscd 
gumeapig, die ammal stopped breathing without anj signs 
of struggle Death sometimes occurred immediately, but 
the majority of ammals took deep breaths at 10-30-sccond 
intervals for a variable period Death was preceded bj 
a short period of more rapid breathmg, each respiratory 
effort being shallower than the precedmg one, imul, w'lth 
a final nose-twatching, the ammal died Others lingered 
for 20-60 minutes before death took place, or normal 
respiration was gradually resumed Tins sequence of 
events became recognised as characteristic, and w’as 
reproducible on challenge of all die anicsthctised sensi¬ 
tised ammals The pathological findings in the ammals 
which died resembled those in human cot-dcadi cases 
In the present paper we have tried to rehtc our expen- 
mcntal results more dirccdy to die condition in min 
(1) Sera from actual cases of cot dcadi hive been examined 
for their Ic’ el of milk anubodies, as shown by the coated 
tanned rcd-ccll test, m order to see if the distribution of 
levels IS higher, as would be expected, dian in randomly 
sclcCTcd infants of comparable age (2) To test our 
hypothesis that the aspirated milk proteins originate as 
a rcgurgitauon from the stomach, experiments hive been 
performed on anxstheused scnsiuscd giuneapigs in wluch 
the stomach contents recovered from cases of cot death 
were introduced into the respiratory tract Only stomach 
contents from mfants known to have been botde-fed at 
the ume of death wcic used (3) Experiments ha\c been 
performed to sec if the individual milk proteins can produce 
a lethal effect (4) The pathological findings m gumeapigs 
killed m this way arc compared with those in cases of 
human cot death 

Materials and Alcthods 

These have been described la detail in nvo previous papers 
(Parish et al 1960, Guntlier ct al 1960) 

MM and Milh Proteins 

As National dried milk powder is the product gnen to the 
majority of bottle-fed infants, it was employed as the source 
of milk proteins m our previous studies In the present work 
this product was again used as the sensitising antigen and the 
soluble proteins of the reconstituted powder used to coat the 
tannjc-acid-trcated red cells in the serological tests for mill 
anubodies 

Tlie isolated proteins of cow s milk—namely, casein, a-Iact- 
albumin, and p-lactoglobulin—were prepared as described by 
Gunther ct al (1960) and were kindly supplied by Dr R 
Aschaffenburg 
Testing Sera for /Intibodies 

The method was basically the coated tanned rcd-ccll tech- 
mque of Boyden modified as described by Gunther et aJ 
(1960) The tanned rcd-cclls were coated by cxjvosing them 
to a 0 5', solution of protein antigen 
Scnsiitsatwn cj Guineapies and ChaUenge 

Tlie guincapigs each received ont intrapcntoncal injection 
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Fig 1—Titres of serum-antibody to cow’s milk proteins at \anotis ages m 24 cot- 
death* cases (X) and in 286 normal infants (•) 

A strict comparison of the two categories is not possible for the reasons stated m 
the test 


of 1 ml reconstituted milk pouder 2% w/t The moculum 
consisted of the soluble and msoluble matenal 
In experiments with human stomach-contents the animals 
were challenged on the 18th day after mjecQon In experiments 
wath milk protems they were challenged on the 69tb day 
Anasthesia 

Pentobarbitone (‘ Nembutal ’) was used as the anssthettc 
m a dose of 0 01 ml per 20 g body-weight given mtrapen- 
toneally The depth of anaesthesia was such that the comeal 
reflex was very weak or )ust absent and the pedal reflex soil 
present This was usually achieved m 15 mmutes after 
mjectmg the pentobarbitone 

Challenge ma the respiratory tract —This was designed to 
mimic, as closely as possible, the acadental inhalation of 
regurgitated stomach contents by the sleepmg infant The 
method has been fully described and illustrated by Parish et al 
(1960) With the aid of a gag and an illummated nasal specu¬ 
lum, the mouth was opened and the entrance to the pharvnx 
exposed While the tongue was depressed by a thm metal 
spatula, the milk or other challengmg antigen was mtroduced 
over the glottis from a specially shaped blunt needle attachea 
to a syrmge When the anim al inspired through the mouth it 
was possible to see the epiglottis which was the guide to the 
site of mjecnon With practice it was possible to deposit the 
milk drop by drop over the glottis so that it was inhaled even 
when the larynx was mvisible to the operator This procedure 
caused the minimum amount of damage to the respiratory 
tract 

Experimental Study 
Serum Antibody Levels 

Usmg coated tanned red cells Gunther et al (1960) tested 
the sera of 286 normal children aged 7-97 weeks (fig 1) 
Nearly all the sera contamed measurable antibody to cow’s 
milk protems In distnbunon the mode fell around a titre of 
64 Approximately 4% had a ntre of 256, 1% a ntre of 512, 
and one serum had a titre of 1000 The plot of serum ntre 
agamst the age m w eeks of the child is shown m fig 1 
We have now tested sera from 24 cases of cot death for 
the ntre of antibodies to cow’s milk Only those cases of sudden 
death were mcluded which, on the pathologist’s report, could 
be considered as “ cot-death ” cases These infants were 
known to has e been bottle-fed at the time of death, and milk 
was found m their stomaclis at post mortem 

The serum ntres of annbody to cotv’s milk m the cot-death 
cases are also shown m fig 1 where the distnbunon can be seen 
m relanon to that found m normal infants 


The number of cases available so far is not 
sufiiaent for a final assessment, nor is the 
mode of selecnon m the two categones 
appropnate for a stnct companson benveen 
the serum levels m normal infants and m the 
cot-death cases In the first place approxi¬ 
mately 32% of the normal infants were 
known to be mainly breast-fed at 6 weeks of 
age, while the cot-death cases studied were 
all bottle-fed at the nme of death Moreox er, 
the blood from normal infants was collected 
under ideal condiuons and the sera frozen to 
—15°C withm 5 hours of bleedmg, while 
the blood from cot-death cases was obtamed 
post mortem and often had considerable 
preapitates which had to be centrifuged out 
before testmg However the high titres 
found in the sera of the majoniy of cot-death 
cases are m keepmg with the possibihty that, 
had these infants aspirated milk mto their 
respiratory tracts, a lethal hypersensitivity 
reacnon, as seen experimentally m gumea- 
pigs, rmght have occurred 

We are not suggestmg that the level of 
serum antibody is necessarily a measure of 
the degree of sensitivity, although for the type 
of anaphylactic reacuon envisaged this cannot 
be excluded It does mdicate, however, that the mfants have 
received a considerable anngemc snmulanon with cow’s milk 
and are, for this reason, potentially sensitised to these protems 

Effect of Stomach Contents on Sensitised Guineapigs 
In our previous experiments (Pansh et al 1960) National dned 
milk was used as the material for challenge In the present 
paper we report a similar experiment but the matenal used 
was stomach contents from actual cot-death cases m which the 
infant’s last feed had been from the bottle This was used 
because, m the hypothesis we put forward, we beheve regurgi¬ 
tated stomach contents are the source of the aspirated matenal 
minatmg the lethal reaction 

In this experiment both sensitised and unsensitised (control) 
gumeapigs were hghtly ansesthetised with an mtrapentoneal 
mjection of pentobarbitone Approximately 15 mmutes later, 
when the desired state of antesthesia had been reached, 
0 25 ml of a 1/2 dilution of stomach contents (0 125 ml of 
the ongmal contents) was mtroduced mto the larynx Stomach 
contents from 4 cases of cot death were used The tenacious¬ 
ness of this matenal necessitated its dilution with an equal 
volume of sahne to avoid mechamcal obstruction of the 
respiratory tract of the gumeapig, which is, of course, much 
narrower than that of tlie human infant The stomach contents 
were obtamed from dead infants aged 2, 4, 8, and 22 weeks 
The larger lumps found m the stomach of the oldest child 
were first broken down m a Griffith grmder 

TABLE I —CLINICAL EFFECTS OF INHALING STOVIACH CONTENTS FROM 
HOMAN COT-DEATH CASES BY NORMAL AND BA PREVIOUSLY SENSinSED 
GUINEA-PIGS LIGHTLY AN/ESTHETISED TO SIMULATE SLEEP 


Challenge 


1 




Tvith 

, Dose of 

[ Sensitised ' 

Unsensitised 

stomach 

diluted 

1 gumeapigs i 

gumeapigs 

contents 
of dead 
infant 

1 stomach 

! 





Reactions j 

Deaths | 

Reactions ' 

Deaths 

A aged 2 

0 25 ml 

D D D D — 

4/5 

J. _ ^ _ _ 

0/5 

weeks 1 

B, aged 4 j 

0 25 ml 

VJ>V T-J- 


3/5 

0/5 

weeks ' 




C, aged 8 ' 
weeks 

0 25 ml 

D D D D 

4/4 


0/4 

D aged 22 ! 
we^ 

0 25 ml 

1 

D D D D-- 

4/5 


0/5 


Scale of 5crent> of clinical eifects 
D= death 

1 " = severe respiratory embarrassment just msufBcient to be fatal 
-b —^definite climcal disturbance but not severe 

— =one or tuo signs of respiratorj embarrassment but always 
mild 

— =no response 
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In a review of the possible causes of sudden death in 
infancy, Barrett (1954) suggested that of such cases 
“ perhaps the majority are due to the inhalation of 
regurgitated food into the lungs ” The inhaled food 
rmght not cause death by directly obstructmg the air- 
passages an amount of milk too small to cause immediate 
asphyxia might excite an inflammatory reacuon accom¬ 
panied by pulmonary oedema, or the absorption of undue 
amounts of milk derivatives mto tlie blood-stream might 
cause a state of shock 

Such efferts of mhaled food or vomit, if they occur, 
might be due either to an inherent toxicity of the mhaled 
material when it enters the body by this abnormal route, 
or to an anaphylactic type of reaction resultmg from 
antigemc sensmsation 

We present some experimental evidence which suggests 
that the second, but not the first, of these two mechanisms 
IS mdeed a possible cause of sudden death in infancy 
The hypothesis is that some infants may be in a hyper¬ 
sensitive state from the development of antibodies to the 
protems of milk absorbed from the abmentary tract 
Infants often regurgitate stomach contents Yvhile asleep, 
and should some of this material be aspirated mto the 
respiratory tract of an infant which has become hyper- 
sensipve, the result might be fatal 

There is no doubt that most infants fed on cow’s milk 
develop antibodies to the protems of the rmlk Gunther, 
Aschaffenburg, Matthews, Parish, and Coombs (1960) 
using a sensitive techmque—the coated tanned red-cell 
test of Boyden (1951)—showed rmlk antibodies in normal 
children aged 7-97 weeks m a Utre up to 1000 with a 
modal distribution around a atre of 64 

There tlius seems to be ample evidence that the majority 
of infants are immumsed to some degree or other to the 
protems of cow’s rmlk, and the possibihty exists that 
these or other types of annbody may sensiuse the tissues 
of the mfants Anderson and Schloss (1923) showed 
that m infants with some tsyics of nutriuonal disorders, 
milk protems were absorbed via the alimentarj tract and 
that subsequent!) prcapiuns to milk protein could be 
shown in the infants’ sera, and these antibodies could 
sensmse guincapigs passively to anaph>laxjs Accordmg 
to Clem (I'JSS), up to 6% of infants durmg the first few 
months of their hves are allergic to cow’s milk 

Parish, Barrett, and Coombs (1960) showed that 
administrauon of milk over the glottis mto the laiynx 
of unscnsiuscd consaous gmneapigs was for all mtents 
and purposes without clmical effect On the other hand, 

• Elmo-c Medical Research Fellow, Uniscrsity of Cambndge 


a small amount of rmlk dropped mto the larj-nx of sensi¬ 
tised guineapigs resulted m a characteristic anaphvlacuc 
reaction often leadmg to death The reaction itself and 
the pathological findmgs m such ammals were those of 
frank anaphylaxis and did not resemble those seen in 
human cot-death cases If, however, the gmneapigs were 
hghtly auKsthetised—an experimental condition used to 
simulate the condition of the sleepmg child—milk intro¬ 
duced mto the larynx had qmte a different effect In the 
unsensmsed gmneapigs there was no untoward effca, 
and even m the sensiosed ammals there was a complete 
absence of the usual features of anaphylaxis seen m a 
conscious ammal Very soon after mtroduemg the milk 
preparations mto the ]ar 3 mx of an anaisthetised sensmsed 
gmneapig, the ammal stopped breathmg without any signs 
of struggle Death sometimes occurred immediately, but 
the majority of ammals took deep breaths at 10-30-second 
mtervals for a variable period Death was preceded by 
a short period of more rapid breathmg, each respiratory 
effort bemg shaUower than the preceding one, until, with 
a final nose-twitclung, the ammal died Others hngered 
for 20-60 minutes before death took place, or normal 
respiration was gradually resumed This sequence of 
events became recogmsed as characteristic, and was 
reproducible on challenge of all the anTsthetised sensi¬ 
tised ammals The pathological findings m the ammals 
which died resembled those in human cot-death cases 
In the present paper we have tned to relate our expen- 
mental results more directly to the condition m man 
(1) Sera from actual cases of cot death have been examined 
for their lev el of milk antibodies, as shown by the coated 
tanned red-cell test, m order to see if the distribuuon of 
levels IS higher, as would be expected, than m randomly 
selected mfants of comparable age (2) To test our 
hypothesis tliat the aspirated milk proteins ongmatc as 
a regurgitation from the stomach, experiments have been 
performed on anaistheused sensitised gumeapigs m which 
the stomach contents recovered from cases of cot dcafii 
were introduced mto the respiratory tract Only stomach 
contents from infants known to have been bottle-fed at 
the ume of death vveie used (3) Experiments have been 
performed to see if tlie mdividual milk protems can produce 
a lethal effect (4) The patliological findmgs m guincapigs 
killed m this way are compared vvitli those in cases of 
human cot death 


Materials and Methods 

These have been desenbed in detail in two previous papers 
(Parish ct al I960, Gunther et al 1960) 


Alt/k and Milk Proteins 

As National dried milk powder is the product given to the 
majontj of bottlc-Rd infants, it was employed as the source 
of milk proteins in our previous studies In the present work 
this product was agam used as the sensiusmg anugen and the 
soluble protems of the reconstituted powder used to coat die 
taimic-acid-trcated red cells in the serological tests for nulk 


annbodies 

The isolated protems of cow’s milk—namely, casein, a-lact- 
albumm, and p-Iactoglobulm—were prepared as desenbed b> 
Gunther ct al (I960) and were kmdlj supplied b) Dr R 
Aschaffenburg 


Testing Sera for Antibodies 

The method was basicallj die coated tanned rcd-ccll tech¬ 
nique of Boyden modified as described bv Gunther ct al 
(1960) The tanned rcd-cells were coated by cxjxising them 
to a 0 5% solution of protein anugen 
Sensitisation of Gmneapigs and Challenge 

The gumeapigs each received one mtrapcntoncal mjccuon 
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Fig 1—Titres of se^um-anubod^ to cow's milk proteins at various ages m 24 * cot» 
deatR cases (X) and in 2S6 normal infants ( • ) 

A Etnct companion of the two categones is not possible for the reasons stated in 
the test 


of 1 ml reconstituted milk powder 2% w/v The moculum 
consisted of the soluble and insoluble material 
In e-tpenments with human stomach-contents the animals 
were ch^enged on the ISth dav after mjection In experiments 
with milk protems thev w ere challenged on the e^hh dav 
Arussthesta 

Pentobarbitone (‘ Nembutal ’) was used as the anesthetic 
m a dose of 0 01 ml per 20 g body-u eight given mtrapen- 
toneallv The depth of anesthesia was such that the comeal 
reflex was verv weak or just absent and the pedal reflex suU 
present This was usually achieved m 15 minutes after 
mjecting the pentobarbitone 

Challenge vta the respiratory tract —^This was designed to 
mimiCj as closdv as possible, the acadental inhalation of 
regurgitated stomach contents by the sleepmg infant The 
method has been fully described and illustrated by Pansh et al 
(1960) With the aid of a gag and an illuinmated nasal specu¬ 
lum, the mouth was opened and the entrance to the pharvnx 
exposed. While the tongue was depressed bv a thm metal 
spatula, the milk or other challengmg antigen was mtroduced 
over the glottis from a speaaUv shaped blunt needle attached 
to a svrmge When the anim al inspired through the mouth it 
teas possible to see the epiglottis which was the guide to the 
site of mjecnon With practice it was possible to deposit the 
milk drop bv drop over the glotns so that it was inhaled even 
when the larvnx was mvisible to the operator This procedure 
caused the minimum amount of damage to the respiratory 
tract. 

Experimental Studv 
Serum Antibody Levels 

'Usmg coated tanned red cells Gunther et al (1960) tested 
the sera of 286 normal children aged 7-97 weeks (fig 1) 
Nearlv all the sera contamed measurable antibodv to cow’s 
milk proteins In distribution the mode fell around a titre of 
64 Approxrmatelv 4'’o had a ntre of 256, l^o a litre of 512, 
and one serum had a ntre of 1000 The plot of serum ntre 
agamst the age m weeks of the child is shown m fig 1 

We have now tested sera from 24 cases of cot death for 
the ntre of antibodies to cow’s milk. Onlv those cases of sudden 
death were mcluded which, on the pathologist’s report, could 
be considered as ‘ cot-death ” cases TTiese infants were 
known to hat e been bottle-fed at the nme of death and milk 
was found m their stomachs at post mortem 

The serum ntres of antibodv to cowr’s milk m the cot-death 
cases are also shown m fig 1 where the distribunon can be seen 
m relanon to that found m normal infants 


The number of cases available so far is not 
suffiaent for a final assessment, nor is the 
mode of selecnon in the two categones 
appropnate for a stnct companson betw een 
the serum let els m normal infants and m the 
cot-death cases In the first place approxi- 
matelv 32°o of the normal infants were 
known to be mainly breast-fed at 6 weeks of 
age, while the cot-death cases studied were 
all bottle-fed at the tune of death Moreover, 
the blood from normal infants was collected 
under ideal conditions and the sera frozen to 
— 15°C wathm 5 hours of bleedmg, while 
the blood from cot-death cases was obtamed 
post mortem and often had considerable 
preapitates which had to be centnfuged out 
before testmg Howeier the high titres 
found m the sera of the majonn of cot-death 
cases are m keepmg with the possibihtv that, 
had these infants aspirated milk mto their 
respiratorv tracts, a lethal hvpersensmvitv 
reaction, as seen expenmentallv m gmnea- 
pigs, might have occurred 

We are not suggestmg that the let el of 
serum antibodv is necessarilv a measure of 
the degree of sensimntv, although for the tvpe 
of anaphvlacnc reaction envisaged this cannot 
be excluded It does mdicate, how ever, that the infants have 
received a considerable anngemc snmulanon with cow’s milk 
and are, for this reason potennallt sensitised to these protems 

Effect of Stomach Contents on Sauittsed Ginneapigs 
In our previous experiments (Pansh et al 1960) National dned 
milk was used as the matenal for challenge In the present 
paper we report a similar experiment but the matenal used 
was stomach contents from actual cot-death cases m which the 
infant’s last feed had been from the bottle This was used 
because, m the hvpothesis we put forward, we beheve regurgi¬ 
tated stomach contents are the source of the aspirated matenal 
mmatmg the lethal reaction 

In this experiment both sensmsed and unsensmsed (control) 
gumeapigs were hghtlv anasthensed with an mtrapentoneal 
mjecnon of pentobarbitone Approximatelv 15 mmutes later, 
when the desired state of anresthesia had been reached, 
0 25 ml of a 1/2 dilunon of stomach contents (0 125 ml of 
the ongmal contents) was mtroduced mto the larvnx Stomach 
contents from 4 cases of cot death w ere used The tenaaous- 
ness of this matenal necessitated its dilunon with an equal 
volume of sahne to avoid mechanical obstrucnon of the 
respiratory tract of the gumeapig, which is, of course, much 
narrower than that of the human infant The stomach contents 
were obtamed from dead infants aged 2, 4, 8, and 22 weeks 
The larger lumps found m the stomach of the oldest child 
were first broken down m a Griffith gimder 

TABLE I—CUXICAL EFSECTS OF IXH.AIJNG STOMACH COVTEXTS FROM 
HOMAX COT-DEATH EASES BA NOR.\lAL AND BA FREVIOCSLA SEXSITtSED 
GUINEA-PIGS LIGHTLA ANESTHETISED TO SISUILATE SLEEP 


CballcDge 


1 


1 


■snth 

Dc'ie of 

Sensitised 


contents 

diluted 

stomach 

gmneapigs 

gumeapigs 


contents 





infant 

Reactions 

Deaths 

Reactions 

Deaths 

A, aged 2 

025 ml 

D D D D-- - 

4'3 


0,5 

tveefe 




B agred 4 

025 mL 

ddd-1 

3,3 

-I 

05 

C, aged S 
weefe 

0 25nd.l 

D D D D 

4/4 

— 

04 

D aged 22 
we^ 

10 23 ml. 

i 

D D D D- 

: 1^5 

-“ - 

05 

bcale of «event\ of rlmiro! p-fTr^rr 




D 

=death. 






Acsyiiarorv cmDarrassment insnffiaent to be 

-=dtSnite cliEicd disturbance but not scv^ ™ 

^ respiratow embarrassment but always 

— =no response 
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In tlic unscnsmscd guincapigs no deaths, and in the great 
majority of casts no efftets, were observed On the otlttr liand 
most of tilt sensitised animals cvliibited the sjndromc already 
described and died silently, witliout any struggle, and in a very 
short time Tlorec animals recovered after a protracted period 
during which there were long spells of apnaa interrupted only 
by occasional ucak gasps One of tlie scnsiused animals 
was apparently unaffected The results are sumimnstd in 
table I 

Effect of Mil! Protevis oil Sensitised Guweapigs 

In our earlier report (Pansh et al 1960) we recorded the 
level of milk antiboics and tlic clinical sensitivity to challenge 
witli milk at 27, 38, 64, and 92 days after a single sensitising 
injection Although in some animals tlic level of serum-antibody 
appeared to fall with the passage of time the ammals were as 
sensitive clinicallv to the aspirauon of milk on the 92nd day 
as they were earlier We wished to see if a similar lethal reaction 
could be produced by the individual component proteins of 
cow’s milk 

The guincapigs were sensitised as before by injecting intra- 
pentoneally 2% w/v reconstituted National dried milk in a 
dose of 1 ml On the 69th day tlicy sverc challenged via the 
respiratory tract while under light anoisthesia with 0 25 ml 
of (a) the soluble proteins in 10% w/v reconstituted milk 
powder (approximatdy 1% soluble proteins), (fc) 1% casein, 
(c) 1% a-lactalbumin, or (d) 1% P-lactoglobuhn The day 
before challenge each animal was bled and the serum sub¬ 
sequently tested for antibodies to reconstituted dried milk, 
and to the component protein with wluch the guincapig was 
cliallengcd 

The results of the serological tests, and the clinical effects on 
challenge are recorded in table it Casein, as might be expected, 
proved to be as effective as whole milk in producing lethal 
reactions In one of the previous papers (Gunther et al 1960) 
similarly sensitised guincapigs tested 17 days after injection 
had anubodics to a-lactalbumin but none to p-haoglobulin 
In the present experiment no antibodies could be shown to 
a-lactalbumin 69 days after injection Clinically only very 
mild reactions were produced on challenging with a-Iactalbu- 
min, but witli p-loctoglobuhn the reactions were as seicre as 
witli casein or whole milk 


TABLE 11—^LEVEL Of SERUM ANTIBODY TO MILN I’ROTEINS ON CDth 
DAY AITCR INJECTION AND CIMLLENGB 01 SENSITISED GUINEAI ICS 
WITH COMPONENT PROTLINS OP COW’S MILK 


Guinea 

P>R 

ClnJlenrttl 

with 

j Scrum nnttbodj litre to 

CUntcal 

effect 

on 

chill 

Icngct 

Rcconst 

Natjoml 

dried 

milk 

1 

1 

Casein 

a lict 
albumin 

(i lacto- 
globulm 

1 

Soluble material 

16 




•i » 

2 

in reconstituted 

16 




I) 

3 

Notional dried 

32 
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4 
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16 
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5 
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6 
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16 
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16 

16 : 
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8 

1 
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16 

16 



D 

10 

i 

16 
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j 
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■i 
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32 

1 

I 0 

1 

-t 
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V, 
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16 


0 



16 
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16 i 



0 

D 

17 


s . 



0 

T i 
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1 



0 

P 

19 


61 ! 



32 

P 

20 


61 
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0 ImJKarci a turc 2 

Scale of »i<ncTit> of clmual clTcNts—*ce nMc I 

* AtaJc up 10 « \—appfi xinnfels 1 «olutle protein 

♦ A I »otut\ n 

Of thirty umermti cd (c\ ntroll anTjtheii'cd puineipiR^ chMlcnRcd v.uh 
t( lul le < r m I lul Ic milk prepifatJ >n\ fl ari^h et at 1*^60) ni» rcavtu n 
uai I Hter^cd m toeni% t nc iht t\ed a \cr> milJ re t to n and tuo 
a m xJerare rrj'll n One animil died hut on etiuent jm«txc3t«on 
Ttt NVT15 b tt L ntJia %'lnt appeared to be a naturall) 
ant/Sxl) to cow t niilk p otcint lo a tttre of J6 



rJg 2—A bronchiole of nnarsthctlscd sensitised gulncnplfr which 
died soon after the introduction Into its trochco of 0 25 ml of 
diluted (50%) Btomoch contents from o case of cot death 
(Hrcmatoxylln and cosln X 120 ) 

The bronchiole is so full of desquamated cpitlichal cells tint in the 
photograph it is scarcely recognisable 


We have thus shown that lethal reactions can be produced 
witli casein and p-lactoglobulin On the oilier hand only mild 
reactions were olitaincd with a-lactalbumin However, further 
guincapigs will have to be tested at different periods after 
scnsiusation before this protein can be considered less noxious 
than tlic otlicr two 

Pathological Findings in Sensitised Guincapigs 

The hisiopathology of the lungs of sensitised guincapigs 
which died after inlialation, when ana,stlictiscd, of total 
reconstituted dried milk, or its soluble or insoluble fractions, 
has already been described (Parish et al 1900) All the changes 
observed in the lungs of smiilarly sensitised guincapigs which 
died after the inhalation of casein or p-IactoglobuIin closely 
resembled those in the earlier experiments In those sensitised 
animals challenged with p-lactoglobuhn or casein, the chief 
features were generalised congestion with occasional areas of 
partial collapse, and serous exudate or adematous transudate 
Cellular infiltration in the adematous areas, or in tlic pen- 
bronclual, or periarteriolar connective tissue consisted clucllj 
of mononuclear cells Many of these were macrophages with 
variable numbers of Ijmpliocytcs and, in some animals, 
phsma-cclls, but there were few polymorphonuclear cells 
A common finding was the desquamation of large numbers 
of single, intact, apparently normal, epithelial cells of the 
bronclual wall into tlic lumen of the small bronchioles 
The histopatliological changes in the lungs of sensitised 
nnaistlietiscd guincapigs which had died as a result of inlLiling 
small amounts of the stomach contents obtained from cot- 
death eases were similar to those obserecd in sensitised animals 
inhaling milk Generalised congestion was usual, but there 
was onl} an occasional small area of oedema and little cellular 
infiltration The infiltrating cells were chiefly macrophages, 
though tlicre was an increased number of polymorphonuelear 
Icucocjtcs—more than observed in animals challenged bj mill 
The majoritv of the Ieucoc>tcs were eosinophils, and in some 
preparations thev were found also in the peribronchial con¬ 
nective tissue There was some csidencc that the bronchioles 
and arterioles had undergone contraction, but further stud} of 
this feature is required Man} of the mcdium-si/ed and 
smaller bronchioles contained large numbers of desquamated 
cells, sometimes these complete!} filled the lumen (fig 2) 
Bronchioles thus affeeaed could be found in all the Jung 
matcnal, but the number varied from animal to animal 
Tlic traclica was usuall} congested and in some eases 
infiltrited b} eosinophils, the cpitliehum of the trachea vva- 
not desquamated 

The onsensilised—i c , norma! nm.slhetiscd control guinea- 
pigs wluch had inhaled the stomach contents obtained from 
the same human subjcels, and subsequent!} Idled b} an 
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'hs oudook after mvocardial infarcnon has usually 
1 assessed bv comparing results of treatment m a few 
e patients with a simultaneous control senes The 
avely small numbers in clini cal tnals (and in a oisorder 
uch Tanable course 100 must be regarded as small), 
lead to chance results which are decepnve. In most 
he trials imeqmvocal diagnostic cntena base been 
andeo, and these have usually been the charactensnc 
ires that have been recognised for the past thirtv 
s A posmve oiagnosis is almost irrefutable, and the 
errors are those of omission (Paton 1957) The 
les of Bjorck et ah (195S) do not support the idea that 
at improvements m finesse of diagnosis have added 
mts with improved survival prospects Before long- 
i anticoagulant therapy was introduced there were 
V studies on prognosis, and to neglect them would be 
abbish ’ (Bjarck 1960) 

e begm by renewmg the more important of these 
w-up studies to reveal the factors on which prognosis 

siszdsrtss DepanreiEt Med-oa* Un-versar Collts* Hc^p t_l. 


depends \'7’e are nol,ronMpieci with the \exed problem 
of immediate mortahnTfi^e acute phase (Moms et al 
1952), but mth the survival prospects of those who have 
recovered from a single recogmsed acute mfarcnon 
Though we shall mention some studies which deal with 
first or subsequent infarctions, ana some nhich include 
angina, these are mainls used to provide supporting data 
on certam aspects 

Wider appreaadon of the methods of calculating 
hfe-tables has compelled the discarding of manv older 
studies where survival was estimated on patients who had 
died, and the recalculation of others such as the data of 
Sigler (1951) who tabulated the dead ana hving separ¬ 
ately Other papers n ere discarded because of madequate 
mformanon on impwrtant influences such as age 

Factors Influencing Prognosis 

The more important studies on prognosis are sum¬ 
marised m tables la, lb, and ic, and are illustrated m 
figs 1 and 2 The studies on msocardial infarction total 
5398 panents, whale the senes mcludmg angma adds 
another 8639 While fit e-year survival tends to cluster 
roimd 65-70°oj it ‘ttill be shown that sumval is much 
better m vounger patients who base made a good 
recovery and worsens with mcreasmg age in those with 
extensive lesions, and with comphcatmg condinons hhe 
hvpertension and diabetes 
Age ard Sex 

There is a striking difiereace between sumval prospects in 
Waldron and Constable’s (IO 50 ) senes and tho'e of Eckerstrom 
(1951) the ai erage age in the former was 515 but the average 
age (66 7) of the latter senes was obviouslv weighted bv a 
substantial number m the eighth decade or over Inspection 
of table I shows a general trend to higher five-year mortahtv 


TABLE la—FFOGXOSIS AFTEB SX'KVIVAL FROM THE FIRST MYOCARDIAL tST-iRCnOX 
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TABLE Ib—^PROGNOSIS AFTER SURVIVAL FROM FIRST OR SUESEQtTEXT INFARCnON 
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TABLE IC- 

—FROCrsOSlS IN PATIENTS WITH ANGINA PECTORIS OR tSFARCIION 
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TABLE II—CAUSES OF DEATH 




Causes of death—as percentage of 
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15 4 

Siglcr (1951) 

393 

56 

14 

13 

5 

12 

Colectal (1954) 

171 

55 


17 

7 

21 

Olsen ctal (1956) 

87 

31 

17 5 

20 5 


31 

Richirdsetnl (1956) 

160 

51» 


25 


24 

Weiss (195^ 

Honey and Truelove 

142 

38 7 

19 

23 3 

7 

12 

(1957) 

107 

45 


33 5 


21 5 

Bibrck ct al (1958) 

489 

42 


32t 

7 

19 

JuerRcnsctal (1960) 

82 

34 

27 

21 

7 

11 

Scini (1960) 

372 

26 

15 

23 

13 

23 


• Tlus figure applies to cases described as ‘ coronary msufiiciency ** 
t This figure nppies to all cases of coronary heart-disease without evidence 
of acute imarcuon 


These studies show that the chances of survival 
following acute infarction can be assessed by considera¬ 
tion of age, sex, economic status, seventy of the attack 
and degree of recovery, and comphcating diabetes or 
hypertension The shghtest degree of unintentional bias 
in the selection of patients for treatment and control 
groups could profoundly influence the results 

Anticoagulant Treatment 

The use of dicoumarol and phcmndione in the treat¬ 
ment of acute myocardial infarction has been followed by 
a significantly lower mortahty durmg the acute phase 
Wright ct al (1948) reported the results of the American 
Heart Association’s trial which showed a 24% mortahty 
m the control senes compared with a 15% mortahty in 
the treated In patients under 60 tlie crude death-rates 
were the same in both groups, but there was less non- 
fatal thromboembohsm in the treated patients They 
accordingly advocated the use of anucoagulants in the 
acute phase, especially in patients aged 60 and over 
Feldman et al (1952) studied 189 patients, and did not 
find that mortahty was reduced, or that thromboemboh 
were less frequent m a series of treated and control 
patients matched for age, sex, and cardiovascular status 
The work of Gilchrist and otliers in this country (Gil¬ 
christ and Tulloch 1956) has estabhshed a place for 
anticoagulant treatment m the acute phase, particularly 
to reduce thrombosis on the venous side, and subsequent 
emboh in the pulmonary and systemic circulauons That 
these arc the effects of anucoagulants is postulated by 
Bjcrkelund (1957), but he cauuously states that “ one is 
hardlj jusufied in concluding that tlus form of treatment 
also pre\ ents arterial thrombosis, including coronary 
thrombosis itself, vhich in many respects is thought to be 
of a different nature and related to otlier pathogencuc 
factors ” 

The claims of improvement in prognosis from acute- 
phase treatment have led to vvadespread interest m long¬ 
term treatment, but, in the absence of criucal and 
controlled vv ork, it is difficult to define the place of anu¬ 
coagulants m prevenung mjocardial infarcuon Gilchnst 
(1P60) admits that in our present experience, and in the 
absence of all the desirable evidence, the case for long- 


pubheauons shows that—although the results are gen 
described as favourable—it is exceedmgly difficult t 
the figures given as a basis for a defimte concl 
regardmg this therapy ” 

Control Series 

We have shown that the prognosis for surviv'al 
recovery from myocardial infarcuon is influence 
many factors affecung the results of any trial t 
criucally matched m control and treated groups S 
times pubhshed results appear convincing unul 
control group is analysed Bjerkelimd (1957) am 
M R C (1959) studied pauents who were ma 
accurately, but most other papers are less rehable 

Loci of an Adequate Control Group 

Keyes et al (1956) showed that mortahty of 
treated pauents was 8 4% in four years compared 
41% m the same period in the untreated with 
infarcuons No facts are given about the age, sc 
lustory of eitlier the control or treated group, the fc 
being two-and-a-half times as large as the group i 
trated pauents, suggesung some selecuon 
Tulloch and Wright (1954) studied a very small ( 
(32 pauents after the late phase of myocardial mfarc 
with a fifteen-month mortahty of 6 2%, but they ga' 
facts about their pauents, and so it is impossible to t 
the results, and, in any case, this mortahty does not 
sigmficantly from the upper range of large untr 
series (fig 8) 

Ensor and Peters (1959) used a “ pseudo-coni 
group —1 e , a group of patients who had had anua 
lants for some ume but who had discontmued trean 
The only fact given about the pauents is the severity ( 
myocardial infarcuon in the treated group, but 
authors are cauuous m their claims as they only r 
a 79% five-year survival m treated pauents aj 
70 7% in the “ pseudo-controls ” 

Nichol et al (1958) studied the effect of anucoag 
treatment m pauents with impending infarcuon, i 



Fig 8—Treated series compared with untreated 
The general prognosis derived from fig 1 lies between the 
lines The survival of treated patients (continuous lines) is si 
using survival table data or percentage survival at the end o 
average length of treatment The treated senes from above i 
are (1) Tandovvskj (1959), (2) Muri (1956), (3) Ensor and f 
(1959), (4) Suzman (1959), (5) 0dcgaard (1958), (6) Tulloch 
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With one or two previous infarctions They used 
controls, however, patients from their records who 
been prewously followed up without any treatment 
ney also named a group of pauents who abandoned 
;:-term treatment It is significant to note that 14% 
the deaths m this group occurred wnthm one month 
stoppmg anticoagulants But none of the groups 
V. matched and the average penod of follow-up 
m each Their treated patients showed an 88% 
vivdl after an average penod of 1 87 years, well withm 
. -'ns of past expenence (fig 8) 

Suzman et al (1955) present formidable figures to 
^ that pauents on long-term treatment do better than 
treated durmg the acute phase only Although this 
' a careful study, the chief drawback to their results is 
“ the final deasion for long-term treatment was left 
the panent ” Economic factors obviously entered mto 
sdecuon, and the results of treatment were a five-year 
V vul of 76 1% agamst 45 6% m the untreated cases 
uzman (1959) has kmdly allowed us to see his impub- 
- figures which show that recurrent infaicuon 
■ccurred only shghtly less often (34 7% agamst 43 2%), 
its mortahty was less (40 5% agamst 74 8%) m long- 
treatment pauents than m the short-term group 
1 results, however, must be seen agamst the back¬ 
ground of the selecuon of pauents and the age-distribuuon 
of the groups, 31% of the pauents m the short-term 
^oup were over 70, compared with only 20% m the 
-term group 

Tandowsky (1959) does not menuon his pauents’ 
status, except to descnbe the 70 controls as “ a hke 
noup ” m whom the mortahty (53%) was four times that 
,of the treated (13%), the average durauon of treatment 
^!vas three years and five months 

Use of Retrospective Studies to Provide Control Groups 
^ Some papers which have given encouragmg figures for 
airvival m pauents treated with long-term anucoagulants 
wvv not had a concurrent control series Some writers 
■iiaave compared a senes of pauents treated m one coimtry 
a senes reported m a different country some years 
lefore. Thus, Mun (1956) who had a 7 5% mortahty 
^ an average exposure to nsk of twenty-one months 
*ose of Parker et al (1946) 
mcluded m the total series of Block et al 
1 2), both reporung an excepuonally high (19 and 16% 

first-year mortahty Waaler (1957) who 
^ three-year mortahty, also used as controls 
e data of Block which are seen to be much worse than 
^h^e of Sigler or Seim (table ic) 

)f 6^ (1957) compared their mortahty 

a sixteen-month average, with those “ so far 
” Toohey (1958), who had an 11 6% mortahty 
4 f months, used as controls pauents who had 
nd^ ° owed up after myocardial mfarcuon m the same 
hospital durmg the seven years before long- 
' ssties had a 33% two-year 

'!^hion ? Toohey did not menUon either age or sex 
“fi so it is not easy to accept the 
tft’^^ontrnl results are “ stausucally significant ” His 
^ ^Vliav h ^ much higher mortahty than usual, 

^ ®Sed group, and his treated pauents 
° matched with the controls m any way 

to Treated Group and Follow-up Care 

Ness (1957) and Keyes et al (1956) 
>4*1 treatment to those who could cooperate 


The former achiev'ed 6 1% mortahty m sixteen months 
while the latter had a 9 9% mortahty between one and 
thirty-eight months of observauon, results which he 
withm upper range of life expectauon as shown in fig 1 
The stril^g five-year survival, 83%, which Moms et al 
(1952) reported m medical pracuuoners, demonstrates 
the part played by mtelhgence, soaal status, and careful 
follow-up m survival after my ocardial mfarcuon Constant 
supervision is certam to ensure earher treatment of 
symptoms which may arise, and this is the only way m 
which the control group of pauents m Bjerkelund’s 
(1957) admirable study differed from the treated group 
The latter were seen every one to three weeks agamst the 
three to four monthly mtervals between the visits of 
control pauents 

Results of Treatment 

Although many reports have an iriadequate control 
senes, they give valuable facts about survival m the 
treated pauents 
Survival of Patients 

Many of the earher papers mcluded a few pauents with 
myocardial mfarcuon, and a larger series treated with 
long-term anucoagulants for thromboembohe disease, 
and so are not sausfactory for survival data Tulloch and 
Wnght’s (1954) and Muri’s (1956) figures have already 
been discussed Nichol and Borg (1950) treated 78 
pauents for an average of fifteen months and reported a 
15 3% mortahty', which is less good than the average 
(fig 8) 0degaard (1958) treated 117 pauents, of mean 
age 58 9 for a total of 343 pauent-years, and found a 
mortahty-rate of 4 87% per year—a httle better than 
average but not outside the range of untreated pauents 
There was a 10% mortahty m 735 patients with one 
mfarcuon, studied for an average of twenty months by 
Nichol et al (1958) they also reported an overall mor¬ 
tahty rate of 12% m 1091 pauents with impendmg one 
or two mfarcuons, studied for an average of 22 4 months 
Both these figures are withm “ untreated ” expertauon 
Manchester (1957) expresses his results as the fatahty, 
and number of recurrent mfarcuons per 100 pauent- 
years, these figures were 0 56 and 2 73 respecuvely A 
survival table cannot be made from his data He had twice 
as many pauents with heart-failure reqmrmg digitahs 
(33%) m his control group as m his treated group 
(15 6%) The five-year survival of 76% m Suzman’s 
(1959) treated pauents may well reflect the better soaal 
status of his pauents 

The chief mterest m the reports of Bjerkelund (1957) and 
the M R C (1959) IS the difference which is shown between 
the control and treated pauents durmg the early months of 
long-term treatment Bjerkelund (1957) stated that the 
“ force of mortahty ” seemed to be largest imuaUy m the 
control group, and that the treated pauents—but only those 
under 60—did not show this miual excess mortahty It 
is noteworthy that m both Bjerkelund’s and the M R C 
senes, most of the excess deaths m the controls took place 
m the first three months after mfarcuon Bjerkelund 
reported no stausucal difference between the “ force of 
mortahty ” m the treated and control group at any age, a 
year and more after mfarcuon (see figs 5 and 6 of his 
monograph) The M R C trial showed a similar trend, 
and althou^ 19 of the 28 deaths m the low-dosage group 
occurred m the first six months compared with only 9 
of the 17 deaths m the high-dosage group “ the difference 
m the death rate was appreaable only durmg the first 
three months of the follow-up period ” These results 


I 
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are best demonstrated by the death-rates per 100 man- 
months of e\posurc durmg the first year 


Pfriod 

Low dosage 

High dost 

Less than 3 montlis 

27 

08 

3-6 months 

1 7 

1 1 

6-9 months 

08 

05 

9-12 months 

00 

08 


While both these rehable reports show similar results, 
tlic efficacy of anticoagulant drugs was only transient 
Suzman (1959) and Manchester (1957), however, report 
sustained improvement of prognosis, and so these four 
important protagonists are far from agreement on the 
reasons for tlicir advocacy of long-term treatment 
No reported series shows that anticoagulant treatment 
m any way affects the pattern of an mcrcasing mortahty 
with age, or benefits older patients This is thorougWy 
borne out by Bjerkelund’s (1957) results with his older 
(over 60) patients, whom treatment did not benefit 
Similarly, the difference between the low-dosago and 
high-dosagc groups of men aged 55 and over was less 
marked tlian that in men under 55, which itself did not 
reach the 5% level of significance (MRC 1959) 
These results, and those which have been given above, 
show that It IS probably only m the acute and healing 
phases of myocardial infarction that anticoagulant treat¬ 
ment may be effective in increasing survival, but even this 
IS not yet statistically proven Long-term anticoagulant 
prophylaMS beyond about two months after infarction 
cannot yet be justified by adequate evidence 
In small numbers of patients—and we must count the 
MRC and Bjerkclund senes as small—there arc obvi¬ 
ously possibihtics of great vanabihty indicated by 
“ highly sigmficant ” results dimimshing with the 
passage of time to statistical “ msignificance ” m both 
scries That chance could readily operate to account for 
the results is borne out by the recent work of MacMillan 
ct al (1960) In a stausucally randonused senes of 27 
treated and 23 vmtreatcd patients, they had 8 deaths m 
the treated as agamst none in the untreated “ controls ” 
Recurrence of Infarction During Treatment 

The difficulties of cstabhshmg this diagnosis have 
already been mentioned, and the papers which report the 
results of treatment arc not precise in defimng the criteria 
for a recurrence Bjerkclund (1957) alone classifies his 
pauents into those with defimte, very probable, and 
probable recurrences, and he points out that the diagnosis 
could not be cstabhshed with equal certainty in all cases 
However, the diagnosis of lus recorded instances was 
definite in 63 5% of treated, and m 76% of untreated 
patients He is careful to state that cases of sudden dcatli 
were only included as recurrent infarcts if definite signs 
of a fresh infarct were found post mortem Thus, his 
criteria differ from those of the MRC report (1959) in 
wluch all cases of sudden death were attributed to rccur- 




rent infarction Manchester (1957) does not mention li] 
criteria for rccogmsing a recurrence These divcrgtato' 
explam the varymg results of table iii, where the incidtoal 
and mortahty of recurrences m treated patients arc shoih 
The apparent tendency towards a lower rate of reinfarcu* 
in the treated patients is open to critical doubt on 
account of the above difficulties of controls and diagnoiu. 

Certam facts must be emphasised wluch arise fiom 
this study of remfarction Bjerkclund (1957) makei i 
thorough study of the “ force of recurrence ” in hii 
control group and shows a defimte “ excess of recu> 
rences ” in those under 60 during the first six month!— 
but shows that this is not significant m the patients more 
than 60 years old Moreover, after twelve months be 
can find no statistical difference between the “ force of 
recurrence m tlie treated and control groups, and l« 
finds that anticoagulant therapy has not given much 
protection to those with a high “ force of recurrence 
1 e , those with a previous recurrent infarction He claim! 
tliat during the observation period two-fifths of the 
recurrent infarctions and at least half of the deaths due to 
recurrences were prevented by dicoumarol treatment 
His most sigmficant differences, however, were cither jl] 
the first month of observation (i e, near tiie acute ph^ie) 
or in patients over 70 

The MRC (1959) data on recurrent infarction differ 
from those of Bjerkclund in suggesung that a dispanty m 
infarct-ratc between high-dose and low-dose patienu 
contmues into the second year of follow-up Although 
there were fewer cases of recurrent infarcuon among the 
treated, 17 out of 24 died from their recurrence, again# 
29 out of 60 in the low-dose group 

A reduced incidence of recurrent infarction m treated 
pauents was also reported by Manchester (1957) and ha I'" 
results appear to be forimdable evidence, but he did not 
give details of the pauents studied, nor any criteria f* 
the diagnosis of a recurrence A large number (157) of 
his patients abandoned treatment, and these may havt 
weighted survival in those conunmng treatment toward! 
a better prognosis, with fewer recurrences, as the M R C 
report suggests 

Suzman (table iii) also found a shghtly lower rate of; 
rcmfarcuon in his long-term treated pauents, cspeaaUf 
m those whose previous infarcuon had been severe 
However, the mortahty of recurrent infarcuon was high# 
in the control group (49 4% against 27 6%) It is note 
worthy that the mortahty in Suzman’s “ treated ” recur 
rences was about half that m tlic M R C senes where it 
was remarkably high (75%) Bjerkclund (1957) fot®® 
that pauents with a mild previous mfarcuon had f#*'^ 
recurrences, whereas Suzman (table iii) found the revet!* 
Recommendauon of long-term anucoagulants is thu* 
based on widely divergent findmgs 


TABLE in—RECURRENT INFARCTION IN TRIALS OF TREATMENT 


AuUior 


Number of patients 


Control 


Treated 


Pericxl of 
stud> 
(>can) 


Recurrence of infarction 


Control 

Incidence (‘'o) 

Mortality (%) 

38 0 


40 (a) 

41 6 

31 

53 0 

27 5 

46 5 

32 8 

19 4 

50 7 

61 4 


Treated 


Incidence ('’o) 


Mortalit) 


Kc>e^ctM (1956) 

Rjerkelund (1957) 

^ianchc ter (1957) 

Nj hoi ct at (195b) 

Medi al H«carv.h Council (1959) 
Jsuiman (1959) 


231 

118 

200 


188 I 

216 (c) mild I 
298 (f) tc\ctc I 


121 

119 

204 

1091 

195 

55 

115 


2 
3 
10 
1 67 
3 
10 
10 


20 
22 (a) 

14 2 

10 75 (6) 
12 3 
34 5 
318 


34 6 
20 6 
66 
75 
27 6 
38 3 


Jncludcs cajM classified os definite, \cry probable, and probiblc mjocardial infarction 
{b) Includes cases described as \cntricular librillaiion or cardiac arrest (i c ■ sudden death) 
(c) Refers to sc^ crit> of first attack of infarction 






'• t.^IB■ER 5, 1960 


ORIGINAL ARTICLES 


THE LANCET 997 


"”TT to ITor^: 


It has alreadv been shown that manv patients are able 
• return to work, and to stay at work after recorerv 
mjocardial infarction without long-term treatmenL 
IS disappomtmgj therefore, that Bjerkelund (1957) 
that onlv shghtlv more treated than control patients 
to work. The small difference bera een the two 
ayj, probabh depended upon more elderh patients 
.iiuug the controls Bjerkelimd states that the “ differ- 
hardlv gives reason to behe\ e that the treatment has 
iJIuijiced the patient’s abiht\ to work ” The M R C 
1959) found that there were shghtl\ more men at work 
’I the treated group (83°o agamst 71°o)3 but the propor- 
without dyspnoea was the same (66% and 67°o) This 
s the more remarkable as the 31 of the “ untreated ” 
had had an additional recurrent infarction 
Mun (1956) reported that 79% of treated patients were 
work, a figure m agreement with the 2^1 Jl C treated 
and untreated groups, and thus hardls to be claimed as a 
prapjunc success 

A panends return to work will m part be determined 
by his symptoms A common symptom which can limit 
to work IS cardiac pam, which has been reported 
be less frequent m patients treated wath anticoagulants 
We wish, however, to repeat Bjerkelund’s (1957) state- 
nient that “ cases of angma pectoris often hat e spontane- 
/u.. fluctuations, and this makes assessment of prophvlacnc 
rierapy very difficult ” 

Manchester (1957) found that 3S of 74 treated panents had 
•ess cardiac pain, compared with onlv 20 of 72 control panents 
similar figtnes were given bv Tandowskv (1959) for the abate- 
nent of coronary insuffiaencv, and Waaler (1957) found that 
• 8 % of his senes of treated panents with angina pectons 
rere wnoUv reheved, and 12 % were pamallv reheved of pam. 
The MR.C ( 1959 ) reported that the absence of anginal pam 
^SScsted a slight suptnontv among the treated (64® o agamst 
■"’%) over three years of studv Bjerkelund (1957) menculously 
ubdiTided his panents accordmg to their grade of cardiac 
-113, but was not convmced that dicoumarol had any 
^ definite ” prophvlacnc eSect agamst this svmptom. 
\THombo£n-ba''ism 


The prevention of venous thromboembohsm after 
_ nmal acute phase does not receive much prominence 
^my report, and it is evident that it is not verv import 
- Jimcally after the acute phase, though when it is rec 
..used, the mortahtv is high 

'"’zv reported 35 cases (17 5%) of whom 

45 (®y died m his untreated group, against offiv 5 S®o v 
14 2°o mortahtv m his treated panents Bjerkelund (IS 
■*•^01106 estracardiac thromboemboh m only 2 of his con 
i jroup, and m none of his treated group Suzman (IS 
,ound thromboembolism three times more frequentlv m 
jjrmtreated panents Only 1 case is mennoned with a f 
embolus m the M.R.C low-dosage group It so 
, 7 tnat panents on anncoagulants are protected from ven 

tomboembohsm (Sentt and Gallagher 1959) 
rhere is adequate postmortem evidence, however, i 
mronary artenal thrombosis can, and frequentlv di 
^evelop m panents under expert anncoagulant cont 
-^resh coronarv-artery thrombosis ■was foimd at necro 
^^n 58°(, of Bjerkelimd’s untreated panents, and, j 
^ ° treated panents Capea and L 

9d 9) were not impressed by any dimmunon of throm 
,ormanon m treated panents who came to necropsy 
^ni.cano7u/or Treatmert 

Two different opmions are held about choice of pani 
‘^'^bon of, treatment Nichol and Fa 
47) deaded to use anncoagulants for panents i 


recurrent mfarenon Wnghtetal (1954) and Suzman etal 
(1955) also reported that this type of panent might benefit 
from treatment The M(R C (1959) fbimd that a lowermg 
of the infarenon-rate appeared most death m those m 
whom the risk of recurrent mfarenon was high, m t ounger 
males, and m those with more than one infarct On the 
other hand, Bjerkelund’s results mdicated that there was 
no benefit from treatment m panents who had had more 
than one infarct he would recommend treatmg allj or a 
large number of, panents for six months or a year, but 
not thereafter The 2vl R C report, hon e\ er, recommends 
that “ contmuous ” treatment should be gi\ en as this 
can make a useful if hmited, contnbunon m the aftercare 
of panents who ha\e recoiered from the acute phase of 
mi ocardial mfarenon, m spite of their own endence that 
the regime is of httle value after six months 

Discussion 

At the beginning of this paper, we showed that panents 
who sumie the acute phase of a mi ocardial mfarenon 
haie a fiie-iear survival-rate of about 66 ° (, This figure 
has varied accordmg to the tvpe of panent who has been 
followed up, rangmg from aboie 80% m the doctors 
studied bi Moms et al (1952) to 30°o m Eckerstrom’s 
(1951) elderly panents We have mennoned the remark¬ 
ably good fii e-year sumi-al figures for panents who make 
a complete clmical recovery, or w ho are j oung at the tune 
of their mfarenon All this endence shows that mvo- 
cardial mfarenon mai often be followed bi long survival 
The vanous factors which affect prognosis have been 
documented m order to gn e a backgroimd of expenence 
against which the results of long-term prophylaxis may 
be reviewed 

In studymg the pubhshed reports on anncoagulant 
prophvlaxis, we have become enneal of the controls, 
who hai e often been at, or below, the lower extreme of 
prognosis found m imtreated panents, while the treated 
fare no better than those m the upper range of survival 
prospect (fig 8 ) The careful smdies of Bjerkelund 
(1957) and of the M.R C (1959) have been a constant 
source of valuable data, but there is surpnsmglv httle 
work of similar cahbre m other studies 

Despite manv claims, the evidence that long-term 
anncoagulants prevent recurrence, or reduce mortahtv, 
after the acute phase of mfarenon is snll inadequate 
Most of the benefits reported bv Bjerkelund and by the 
M C workmg party occurred m the first few months 
—^1 e, while panents were snll recovermg fixim the acute 
event If the acnon of the drugs is to prevent artenal 
thrombosis, there is no reason wh} this prophvlacnc 
acnon should cease after a few months, and it mav well 
be that the early benefits reported m the Bjerkelund and 
MJl C senes are m fact related m some wav to the early 
heahng phase of the actual mfarenon Another possibihtv 
is of harm to the controls from sudden tennmanon of 
acute-phase treatment. 

It seems possible that most of the benefits which hav e 
been reported m the acute phase of mfarenon are related 
to the efficacy of the drug m limitin g venous thrombosis 
and prevennng pulmonary embohsm, most reports are 
consistent m this respect. The recent studies bv Sevitt 
and Gallagher (1959) on prophylaxis of venous thrombosis 
with phenmdione m panents with fractured femora are 
most encouragmg The apparent failure of the same 
measures to prevent coronary occlusion is all the more 
disappomtmg Annprothrombm drugs have also failed 
m cerebrovascular occlusive disease (hlarshall and Shaw 
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1960)j and in occlusive arterial disease of the legs (Smger 
and Rob 1960) 

Venous and arterial thromboses probably differ con¬ 
siderably in their pathogenesis Venous thrombosis is 
undoubtedly promoted by stagnation in vems of the calf, 
often subjected to prolonged mechamcal pressure in bed 
m debihtated patients Arterial thrombosis, on the 
other hand, is based on underl 3 Tng disease of the artenal 
wall—atheromatous plaques and ulcers, which can hberate 
local ussue thromboplastms into the blood-stream, which 
m turn may be retarded by upstream narrowmg of the 
vessel Ischsemia and myocardial infarction have been 
reported m pauents tvith hEemophiha (Boivin 1954, 
Borchgrevink 1959, Stewart and Acheson 1957) The 
development of arterial occlusions m these patients 
reinforces the importance of, local release of thrombo- 
plastm from the damaged mtima as a cruaal event m 
the changes leadmg to thrombosis, even of hsemophihc 
blood (Astrup et al 1959) Mural thrombi over infarcts 
form with almost equal frequency in patients on ana- 
coagulants as compared with controls (Gilchrist and 
Tulloch 1956) Such observaaons raise serious doubts 
on the usefulness of anacoagulants m prevenung local 
thrombosis on damaged arterial muma 

Any problemauc benefit from anacoagulants m the 
prevenaon of thrombosis should be weighed agamst the 
considerable risk of hemorrhage menuoned m most 
reports Lethal cerebral hemorrhage occurred m 4 out 
of 118 paaents in Bjerkelund’s (1957) series, 2, and 
possibly 3, fatahaes were also recorded from Newcastle 
(Fuller 1959) Quite apart from the risk of cerebral and 
other fatal hemorrhages, morbidity can result from 
serious bleedmg from anacoagulant treatment Ana¬ 
coagulants may not avert arterial occlusion, and there is 
a real, and probably increased, risk of thrombosis m the 
period immediately after the drugs are stopped Vanous 
reports have suggested that sudden cessaaon of ana- 
prothrombm drugs may be followed by arterial occlusion 
withm a short ame (Nichol et al 1958), 20 such instances 
are documented by Dmon and Vander Veer (1960) It 
IS not impossible that this comphcaaon may have been 
responsible for the early high mortahtj’, so near the end 
of acute-phase treatment, m both the M R C and the 
Bjerkelund conttol pauents Hence, when anacoagulants 
have been used in the acute phase of myocardial uifarc- 
aon, thar admmistraaon should be tapered off over a 
period of three to four weeks 

Fmally, it is well to remember that factors other than 
thrombosis also play a part in the producaon of myo¬ 
cardial infarcuon Among them are thickenmg of the 
atlieromatous plaques themselves, submumal haimorrhage 
(Paterson 1936, Paterson et al 1957), and sudden falls of 
blood-pressure reducmg perfusion of cnucallj narrowed 
coronarv vessels Furthermore, recurrent thrombosis 
ma> be responsible for a httlc more than half the ulumate 
death-rate m paaents who have recovered from a cardiac 


infarcaon 


Summary 


The survival of paaents after recovery from myocardial 
infarcaon, and the faaors which influence prognosis, 
hav c been studied from reported senes 


There is broad agreement m the pubhshed data, 
totalhng over 5000 pauents (table la and ib), that the 
prospect of fivc-vear survival m cases under 60 ranges 
round 66%, being worse wnth mcreasmg age and comph- 
cauons, and better with impronng social circumstances 
and completeness of recovers 


Long-term anacoagulant prophylaxis, as carried 
today, shows no evidence of improving life 
when compared with the prognosis in this large 
of “ untreated ” paaents 

Possible reasons for this mefficacy of long-term aaa 
coagulant prophylaxis are briefly discussed agamst ■ 
background of contrasUng mechamsms of arterial 
venous thrombosis The possibihty should also be lui. 
sidered that some of the early high mortahty in “ conuols 
may be the result of sudden cessaaon of “ treatment ” 
We are parUcularly grateful to Dr M M Suzman and Dr » 
MacMillan for putting their unpublished data at our disposal 
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Sir Leonard Rogers, in 1909, adiocated the use of a 
ivpertomc solution containing sodium chloride, calaum 
iilonde, and 0 4 g (5 4 mEq ) per htre of potassium 
Jilonde, for the treatment of cholera, but in l^^ld he 
leaded to omit potassium from the mixture because 
‘ some physiologists consider it unnecessan and possibly 
larmful ” In 1946, Go\an and Darrow demonstrated a 
Refold reduction m mortahty from infantile diarrhoea 
A-hen potassium vs-as added to replacement solutions used 
oarenterallt Electrolyte studies by the Umted States 
'^Tavy m the 1947 Egyptian cholera epidemic show ed an 
escessiye loss of potassium m the stools, hence it was 
reco mm ended that potassium 6 7 mEq be mcluded in 
each htre of mtrayenous solution used m the treatment 
of cholera (Jo hns on et al 1948) Chakrai am and Chaud- 
hun, m 1954, reco mm ended giymg potassium salts, when 
the acute diarrhoea of cholera had subsided, to hasten 
comalescence, prondmg that renal function was saus- 
'taaory Despite the abote, a recent renew of cholera 
dierapy (Polhtzer 1957) does not menuon the use of 
Dotassium m the treatment of the acute disease 


Faical potassium concentrations sart in\ersely wath fxcal 
\olumc (Watten et al 1959) Table i shows that pauents wath 
fxcal volumes m excess of 3 litres per day (125 ml per hour), 
had fxcal sodium and chloride concentrations which were 
nearh isotomc wath those of the plasma, while the potassium 
and bicarbonate concentrauons were higher than the plasma 
let els 

With amehoranon of diarrhoea and dcaease m fxcal yolume, 
the potassium concentrauon inacascd while the sodium 



Fig 1—^Frccal \ olume measured nt 20-rmn inters als during eonstant 
infusion (15 ml per min ) of normal saline (-4-140 min ) and 2°, 
sodium bicarbonate (140-240 min ) 


The Study 

During the 1958 cholera epidemic m Bangkok Thailand, 
eyenteen patients with pwiyen cholera were studied mtensit eh 
*lurmg their acute illness For the first 24 hours nothmg wras 
'lUowed by mouth m order to relate the fxcal changes to 
dianges m plasma-electrolyte composiuon Thus, durmg the 


1 JiABLE I—MEAN HOtRLl F^CAL yOLCME AND ELECTPOLYTE CONCENTRA- 


TION OF CHOISIA STOOLS COLLECTED OTEP S-i-HOCRS 
_____ 


\ 

Volume 
(mL per hr ) 


Electrolytes 
(mEq per 1 ) 

1 

Mean 

Range ^ 

Na 

a 

K 

HCO, 

'1 patients with facal 
-- volume over 125 mL 
' perhr 

340 

1 1 

' 130-730 j 

1 137 

107 ' 

16 1 

452 

» pauents with fyi-ra] I 
f volume under 125 mL ■ 
per hr 

-! 

100 

i ' 

i 23-120 

1 

1 

114 

1 

89 

26^ 

43 5 


irst 24 hours, fluids were given exclusively bv the mtravenous 
"oute. Aleanwhile balance studies were made, and afterwards 
boded eggs, nee gruel, milk, and water was given 
^,f'td libitum The fxces and urme w ere collected and measured 
™td the patient was discharged. A detaded report of 
^ mcludmg methods and procedures, has been 

b (Watten et al 1959) Whde it is impossible from 

UKe smdies to calculate balance data for more than 24 hours 
|.r rter adimssion, approximate potassium losses durmg the 2-4 
avs of diarrhcea may be calculated 
^,1 Patients with severe cholera had 24-hour fxcal volumes of 
^ these patients the total yolume of diarrhoeal 
.' durmg the 2-4 davs of the disease was 10-35 htres 
humg the 24-hour balance penod, the mean potassium 
ontent of the fxces was 16 mEq per htre (table i), and 
^j. otassium losses m fxces and urme averaged 158 mEq , with 
range of 50-245 mEq The total fxcal and uimarv loss of 
'j' enure penod of diarrhoea vaned from 400 

700 mEq , or, for a 50 kg man, the loss was 15-30% of the 
exchangeable bodv-potassium, ass umin g this value to be 
" tuEq per kg body-weight for a normal man (Edelman and 
eibman 1959) 


concentrauon deaeased, this is related to selecui c reabsorpnon 
of sodium m exchange for potassium m the lower ileum and 
large bowel, and it has been demonstrated cxperimcntallv by 
D’Agosnno et al (1953) Paralvuc ileus, with abdo min al 
swelhng and cessauon of diarrhoea, was often seen m pauents 
whom we studied durmg the 1958 Bangkok cholera epidemic 
This compheauon, as Wilkmson (1943) pomted out, is 
probabh responsible for the rare examples of so-called cholera 
sicca, m which death results from massive transfer of fluid 
mto the bowel lumen without diarrhoea 

Fig 1 shows 20-mmute fxcal lolumes m a pauent durmg 
infusions of normal salme and 2°^ bicarbonate soluuon The 
drop m fxcal volume at 180 mmutes was probably the result 
of potassium defiaenev, because balances at that tune reiealed 
a loss of 165 mEq of potassium Fxcal yolume maeased 
after infusion of 40 mEq of potassium chloride, and then it 
remamed constant with addiuonal infusions of potassium 
The sequestrauon of a large i olume of diarrhoeal fimd m the 
bowel, caused bv paralvuc deus, can be misleadmg and 
dangerous if flmd therapy is based on replacement of obsen ed 
fxcal volume alone Uuhsauon of more accurate measure¬ 
ments of dehvdrauon, such as plasma-specific-gravity deter- 
minauons (P hilli ps et al 1950) will prevent such errors 
Durmg our cholera smdies, alkalosis developed after treat¬ 
ment m four pauents who had been giien only 20-80 mEq 
of potassium (replacmg about 10°o of the defiat) durmg 
treatment (table ii) The plasma-CO. content remamed aboie 
30 mEq per htre for as long as 7 days after the diarrhoea 


TABLE n—-IDMISSION AND CONVALESCEXT PLAXALA-CO CONTEXT AXD 
POTASSIUM LEVELS IN FOUR PATIENTS WITH SEVERE CHOLERA 


Patient 

no 


2 

10 

12 

15 


1 24-hr ' 
fscal 

1 volume j 
1 (ml per 

1 br) 

, Plasma CO content 
(mEq per L j 

plasma-water) ^ 

Pl-sma-potassium 
(mEq per I 
plasma-water) 

Inter^-al 

(days) 

1 Admission ' 

i Con- 
1 valescent' 

\dmission i 

Con¬ 

valescent 

476 

1 22 2 : 

29 3 ' 



7 

235 ! 

14 0 

37 0 1 

1 48 

33 

6 

302 

11 1 

30 4 i 

' 43 

3 1 

3 

/25 j 

20 5 

333 j 

1 49 

1 

34 
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rir 2—Pnticnt no 0, nO ycnr«old Tlin! womnn, 24-hour ffucnt 
volume 7700 ml 

1 he tnciiiKS were mnde ( 1 ) on admission at 12 30 I M (plnsma- 
CO, content 15 mFq per litre), (2) at 2 P M after rehydration with 
3 litres of normal saline, (3) at 4 30 P M after infusion of 500 ml of 
2% sodium bicarbonate solution (wlilcli raised the plasma-COj 
content to 22 mCq per litre, and (4) at 5 30 P M after infusion of 
10 mFq of potassium chloride in 1 litre of normal saline 


ceased, despite a normal diet The data were not complete 
enough to indicate the pathogenesis of alkalosis associated 
with potassium deficiency in cholera, but they do indicate that 
a moderate alkalosis developed in several patients with serious 
potassium depletion, who had been treated with adequate 
quantities of saline and bicarbonate 

Serial electrocardiograms were taken during treatment of 
thirteen patients, but only five showed definite evidence of 
potassium deficiency cither before or after the dehydration 
liad been corrected with saline Fig 2 shows tlie changes in a 
patient with severe cholera During the 5 hours before 
admission this patient passed seven watery stools, and was 
moderately dehydrated The first tracing, taken 6 hours after 
the onset of the patient's diarrhcca, showed T-wavc alterations 
m all leads T-wavc changes were less pronounced after saline 
and bicarbonate infusions, but they did not return to normal 
until potassium had been given These changes were not 
caused b> dehydration because plasma-spccific-gravity values 
were within the normal range during the infusion tlicrapy 

Discussion 

Rational treatment of cholera requires knowledge of 
the altered physiology and chemistry of this disease Such 
information has not been available until recently (Watten 
ct al 1959), and consequently therapeutic regimens 
hav c changed little since Rogers' recommendations of 50 
years ago 1 here is universal agreement on the necessity 
for prompt replacement of water and salt, and the use of 
bicarbonate for tlie treatment of acidosis is accepted, but 
the risk of pulmonary adema from ovcrhydration 
(Chaudhuri 1950, Chakravarti and Chaudhuri 1954) is 
emphasised far more often than the danger of insufTicient 
fluid replacement Myocardial depression caused by 
potassium depletion rather than by rapid replacement of 
fluid maj well be the important factor in the genesis of 
this comphcation Death from “ heart-failure ” during 
convalescence (Bahgh 1918) may also be due to deficit of 
potassium Moreover, adjuvants to therapy (colloid 
plasma-volume c.\pandcrs, cardiac stimulants, vaso¬ 
pressor agents, bacteriophage, antibiotics, \c ) continue 
to be given emphasis out of proportion to their value, 
and they detract from what should be the main line of 
cliolcra therapy—i e , replacement of the lost water and 
electrolytes 

A lesser-known result of potassium depletion is renal 
tubular damage, vacuohsation of distal tubular cells, 
and damaec to the collecting tubules, have been reported 
(Reiman and Schwartz 1958, Holliday 1959) In a recent 
studv of patients dying in ura.mia after cholera, Benyajau 
ct nl (1Q60) found microscopic changes in renal structure 


similar to those produced by potassiQm depletion 
Ischxmic renal damage and urtcmia due to delayed or 
inadequate fluid replacement is a frequent complication 
of cholera Damage to kidney structure and impairment 
of function produced by potassium loss may contribute 
to renal failure in these cases 

Neuromuscular disturbances arc a well-known com 
plication of potassium deficiency But there is only one 
report of transient potassium-depletion paralysis following 
cholera in eleven convalescent patients, tlus prompt!) 
subsided after potassium-chloride infusions had been 
given (Huang and Mao 1947) Instances are known of 
“ secondary collapse ” involving weakness, muscular 
tvvitcliing, and tet my during convalescence from cholera 
(Dr C Bcnyajati, personal communicatipn) 

Altliough plasma-potassium levels will cvcntuall) 
reflect potassium deficits, determinations made during 
the acute phase of cholera arc of no value in cstablislung 
the need for potassium rcplnccmenl Data from our 
studies (Watten ct al 1957) indicate that plasma-potassium 
levels in acutely dehydrated patients were within the range 
of normal when corrected for plasma-protein concentra 
tion (expressed ns mEq per litre plasma-water) Further 
more, plasma-potassium values after rehydration were 
also within the range of normal These findings indicate, 
as Scribner ct al (1958) concluded, that plasmn-potis 
Slum concentration is independent of the volume of the 
extracellular space 

Saline solutions have been the foundation of cholera 
treatment Table i shows that, for each litre of ficces 
lost from a patient with severe cholera, a litre of approti 
matcly isotonic saline will replace the salt lost Theoretic 
ally, each litre of replacement solution should nlio 
contain about 16 mEq of potassium and 45 mEq of 
bicarbonate to replace these electrolytes 

The amount of potassium required to replace the 
deficits in acute cholera should be sufliaent to prevent 
complications without producing toxicity Ideally, mens 
ured potassium losses in urine and ficces would he 
exactly replaced, but facilities for this arc rarely available 
in areas where cholera remains a problem, and even if 
they were the demands on time, personnel, and the 
laboratory during an epidemic would preclude their use 
except in the exceptional patient 

It therefore seems advantageous to add a small amount 
of potassium to each bottle of replacement solution But 
the rapid infusion of 3-4 litres of a potassium-containing 
solution during the initial treatment of shock and collips' 
might increase the plasma-potassium levels too much) 
with the danger of heart-block and other conducuoi 
defects Until further information is available it 
advisable to use parenteral potassium only after the initu' 
dehydration has been treated, and when maintenance 
solutions arc given more slowly ' 

For the treatment of potassium depletion in infanu*' ‘ 
diarrhoea, Govan and Darrow (1916) recommended > 
solution containing 35 mEq of potassium per litre vvluca i 
he never gave at the rate of more than 120 ml per hou^ j 
In adults, Nadicr ct al (1950) reported no untovvai ^ 
effects in treaung the potassium depletion of diabd 
acidosis and prolonged vomiting with an isotonic soluiic 
of potassium chloride (155 mEq per litre) given inl^ 
vcnously at a rate of 290 ml per hour (45 mEq potassium 
per hour) But tlicsc infusion rates arc far less than 
have found necessary to maintain hydration in choice 
patients, and an infusion-ratc of 100 ml per minute i’ v 
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, for the rapid treatment of collapse durmg the 
1 -<1 period of rehydration 

Without electrocardiographic or laboratory control, 
wiuch IS impossible during the treatment of large numbers 
of acutely ill cholera pauents, a solunon is needed that is 
safe under a vanetv of conditions The addition of 


FALLACIES IN INTERPRETATION OF 
QUECKENSTEDTS TEST 

A R Taylor 
ALA., M B Abe-d , F R.C S.E 
NTCaO-OG’CAL STrGtON, F01»i yfCTORLA rOSPITAL, BrUAST 


10 inEq (7 5 g ) of potassium chlonde to 1 htre of saline 
should satisfy this need, and durmg an epidemic this 
solution could be used -mth safeu m remote areas, ei en 
■without medical supervision It ■wiU replace at least 
half the minal potassium defiat m the aterage severe 
case, and it should prevent the major comphcauons of 
potassium defiaencv As long as diarrhoea contmues 
10 mEq potassium mav be aaded to each htre of mam- 
tenance solution ■with impumtv, eten when the renal 
function IS unknown because potassium ■will contmue 
to be lost m concentrations of 10-50 mEq per htre of 
feces CWatten et al 1959) With cessation of diarrhoea, 
if renal funcnon is not satisfactory, potassium should be 
discontmued In uncomphcated cases, 10 ml of a 
palatable mixture containmg 100 g each of potassium 
atrate, potassium acetate, and potassium bicarbonate 
per htre of water may be diluted and given bv mouth 
three times a dav as soon as nausea and vomiting cease 

From the electrolyte data reported m this paper, and 
from knowledge of experimental and clmical potassium 
depletion, one can conclude that the recommended 
addition of potassium should provide a more ph^vsiologi- 
cal approach to cnolera therapy, dimmish comphcauons, 
and further reduce the mor^tv-rate 

The cp:a.oss and a ss c r ii ga cos.aasd htrsm are end 

th-y art not o be censtrutd as as reftcang the vim J:e Ssry 

Depaitsatn* cr the hNSral Ser^ct z* large. 


In 1916 Queckenstedt mtroduced his test for the 
detecuon of spinal subarachnoid obstrucuon He noted 
that compression of the jugular \ ems caused a “ con- 
gesuon of the bram ’, and consequent mcrease m the 
cerebrospmal-fluid (c s F ) pressure In the presence of 
an expandmg sp inal lesion suffiaent to block the sub¬ 
arachnoid space, this mcrease is not transmitted to the 
spinal canal, and is therefore not reflected m the flma 
let el of a lumbar manometer Queckenstedt ■wrote of 
congesuon of the bram Had this concepuon been 
retained, and not replaced, as it was, bv that of mcreased 
mtrat cntnoilar pressure, later confusion might have been 
avoided As the ongmal test ttas modified, and combmed 
asternal and spinal puncture methods v ere mtroduced to 
define the site of obstrucuon more preaselv, maccuraaes 
m the mterpretauon of results appeared 

The first refinement was added by Aver (1021) who, 
hainng perfected hi, technique of asternal puncture, used 
It m combinauoa with lumbar puncture to show a rise m 
asternal pressure without a comadent lumbar maease as 
addiuonal evidence of spinal obstrucuon. 

About 1924, at least three workers—Fremont-Smith, 
Cushmg, and E^chen—independently described a method of 
combinmg ventricular with lumbar puncture to confirm 
the diagnosis of posteuor-fossa obstrucuon, but here condi- 
uons are dissimilar to those m the spmal theca, and the test 
thereby becomes less reliable 
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“ One of tne esplanauons wnv people m general are 
rather well satisfied bv hving and workmg m these regulated 
nanonal communmes of the Western World is undoubtedly 
that thev do not nouce the controls so much, or do not react so 
violentlv, as thev are beco min g accustomed to them The 
present level of tasauon m all Western countries, for instance, 
woula have been unthinkable fifty or even twenty vears ago 
There is a deep truth m Albert Einstem’s ob'ervauon that if 
there were bemgs who were flat and without thickness and who 
hved on the surface of a sphere, thev would have no idea of a 
1 third dimension Like domesucated animals, people gr o win g 
; up m the Western tvpe of regulated nauonal commumues have 

^ no real concepuon any longer of a wilder life. To the refiecung 
.-5 social saenust the adaptabihtv of the human animal to new 
^ ^ coadiuoas will never cease to be one of r'hi’: world’s wonders ” 
GcNxyt Myrdal. Bcyor.d tfe 


Further imprmemeats m detail were added. Poppea and 
Hursthal (1Q34) pomted oat that befo-e evidence of block is 
maaometncallv apparent, the subarachnoid obstrucuon must 
develop to a degree m which the area left for fluid circulauoa 
IS less than the area of cross-secuon of the spinal-puncmre 
needle. Stookev and Klenke (1928) placed the test on a firmer 
mathemaucal and me chani cal basis bv esplainmg the delayed 
nse and the rise mamtamed after removal of jugular com¬ 
pression. Grant and Cone (1934) apphed graduated pressures 
to the neck by a manometer cuft m steps of 5 and 10 mm Hg 
and recorded them, with successive <LS F -pressure reaomgs, 
on a chart. This obviated the mdividual variants of degree and 
site of finger compression, and gave comparable records 
compiled by different observers 

Antom (1931), at the Copenhagen clinic, modified the com¬ 
bmed asternal and spinal test. He postulated that, as the 
supenor caval venous pressure decreased with the inspiratory 
expansion of the thoraac cage, and the inferior caval venous 
pressure increased with the descent of the diaphragm the 
asternal level should fall and the lumbar pressure nse ■with each 
inspirauon, if a block existed between the needles Wagner 
(1947), reportmg over 800 double punctures fiom the same 
clinic, concluded that the test for “ respiratory block ” was not 
reliable because the commumcaung vertebral venous svstem 
equalised the pressure between the supenor and infenor caval 
svstems 

In the “ reversed Queckenstedt test ” salme is mjected mto 
the sacral epidural space raising the pressure at that level The 
absence of a conespondmg nse at a higher lumbar site sienifi^ 
subarachnoid obstrucuon between the two needles 


.As a result of these combined methods, mans observers, 
mstead of thinking m terms of venous distension causmg 
mcreased pressure, thought instead of columns of C-SE 
movmg from one part of the cerebrospinal axis to another 
For example, Elsberg (1941) said “ The compression of 
the jugular veins causes a venous congestion withm the 
and as a result, the expulsion of c s j from 


8 . 
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Fig 1—Injection into the internal jugular vein of a living subject Fig 2—Injection into the jugular bulb in a cadaver with jugular 
\Mth both jugular veins compressed veins compressed 

Contrast medium is seen filling the vertebral venous systems of the The vertebral venous system is filled on both sides to the louer 

same side as far as the lower cervical region cervical level 


the ventricular cavities ” This misconception of nsmg 
ventricular pressure was encouraged by Dandy and Black- 
fan’s (1914) theory that the rise in c s F pressure was 
caused by congestion of the choroid plexuses and mcreased 
fluid production m the ventricles Becht (1920) disproved 
this by showing that C S F pressure returned to its imtial 
level within 11 seconds after release of jugular com¬ 
pression, but took 6 mmutes to return after the volume 
of c s F was mcreased by the subarachnoid mjection of 
sahne 

That venous and C s F pressures move m parallel was 
shown by Weed and Flexner (1921) m dogs, the flmd 
pressure increase beanng an almost constant relationship 
of 65% to the venous Bedford (1935) confirmed this 
In looking for the explanauon of apparent anomahes m 
the results of Queckenstedt’s test, attention must be 
focused on the changes attendmg mtracramal venous 
distension as such, rather than those attendmg a rismg 
c s F pressure m the ventricles, or elsewhere m the 
cramal cavity 

E\'idence for Postenor-fossa Obstruction by 
Queckenstedt’s Test 

After the mtroduction of ventricular pimcture, some 
workers—e g , Gardner (1928) and Smyth and Henderson 
(1938)—sought to show that, on jugular compression, 
pressure rose higher in the ventricle than in the spmal 
canal if there was obstruction m the posterior fossa 
O Connell (1943) drew attention to the fact that nsc m 
pressure, measured through a wade-bore ventncular 
needle was much more rapid than through a narrow- 
gauge spmal needle, and ^at pressure rises m mano¬ 
meters connened to ventncular and spinal needles 
should not be directlv compared 

To chmmate this error, rccordmgs were made of a 
senes of combined ventricular and lumbar punctures, 
using a blunt fine-bore ventncular needle of the same 
gauge as the lumbar one Jugular, thoraac, and abdom- 


mal compression were successively performed, and 
manometer readings were recorded in the ventricle and 
spmal theca The senes observed mcluded some patients 
with normal mtracramal pressure, and others with proven 
obstruction at the tentorium and aqueduct, or at the 
foramen magnum In none of these did the ventricular 
pressure rise higher or more rapidly than the lumbar 
pressure There was apparently some mechanism 
whereby pressure was equalised throughout the cerebro- 
spmal axis even when the pathways were obstructed 
That this mechamsm resides in the vertebral venous 
system is seen at surgical exposure of the posterior fossa 



Fig 3—Spinal canal in the in¬ 
jected cada\er filled with dje 
to C7 


When jugular pressure is 
apphed, there is a rapid 
outflow of c s F from the 
fourth ventricle, and the 
cerebellum is displaced 
downwards, but, m addi¬ 
tion, there is distension of 
the whole venous bed m 
the posterior fossa and m 
the visible upper region of 
the cervical spmal canal 
Plainly, therefore, a rise m 
pressure caused by dis- 
tendmg this venous bed 
will be transmitted to the 
c s F pathways whether 
there is obstruction at the 
tentorium and fourth ven¬ 
tricle or not Outflow of 
C s F from the fourth v en- 
tncle may be impeded, but 
displacement of v cnous 
blood mto the cerebellar 
and spmal veins will not 
Obstrucuon m the pos- 
tenor fossa ma> sometimes 
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Fig 4—Inlectioa into jngnlax %‘cin o£ a rhctus monkey cH iosolar veins 
tied oS 

0TC fills the vertebral reious sjvcsi snd escaots to the mnomiitatc veins at the 
loT?Tx cervical le^ 

Fig 5—The monkey’s spmal cord, showing the level of venous filling 


delay the nse of fluid in a spinal manometer on jugular 
compression, but it vrfll not prevent it. 

Obstruction in the Cervical Canal 
A negative Queckenstedt test m the presence of 
obstruenon m the cervical c s F pathways is less easily 
tmderstood, but has often been described 
Symonds and Meadows (1937) analysed seven cases of 
tumour at and below the foramen TriTigm-rm- In none was a 
complete manometne block demonstrated, although in four the 
nse or fall was described as bemg a litde delaved. In the one 
case in which a satisfactory mvelogiam was obtained, complete 
spmal block was demonstrated. These workers were led to 
conclude that “ the d^ree of subarachnoid block, in relanon to 
tne seventy of the chnical svmptoms, would appear to be less m 
these cases of high cervical tumour 
than It is at a lower level” It is 
more likely that the degree of sub¬ 
arachnoid block IS as great, but the 
methods of detecting it are subject 

Aisrtui and Klevntjens (1950) ^ f * 3 

described three lumbar punctures r 

performed on cases of menmgioma ^ ^ 

2 t the foramen Tn^pTinm. Two ^ ^ ^ 

showed a slow nse'’and fall of ^ « 

pressures sud one had normal re- ^ 

^nses to jugular compression* m 

They said “ Queckenstedds test ' r ^ 

f shows littlej a complete blorit being £ * -a 

quite escepuonal ”* ^ , 

\reinstem and \rechsler (1940) ^ ^ 

^ desenbed a dermoid tumour m the 

foramen magnum m which the Fig e—Myelogr 

Queckenstedt responses were nor- Comoression of the jus 
Congenital deformities m this spmal dural rrmsl and cau 


region mav also cause spmal obstruction Gustaf¬ 
son and Oldberg (1940) desenbed four lumbar 
punctures in their senes, m o pamallv blocked and 
two without evidence of block. 

List (1941) recorded five cases of platvbasia, four 
pamallv blocked and one qmte free as judged bv 
spinal manometrv In the last case the spmal cord 
was reduced bv pressure to a fibrous-lookmg band 
of small calibre 

I have observed seven cases of neurmoma or 
meninpoma between cl and c4 in wnich 
subarachnoid obstruction appeared to be com¬ 
plete at mvelography or operation, although 
Queckenstedt’s test was negative 
Experimental Evidence 
It seemed likelv that, as m the postenor 
fossa, the obstrucaoa was bemg bvpassed by 
transmission of mcreased \ enous pressure 
through the vertebral plexuses Evidence m 
favour of this hvpothesis was collected from 
venous-mjecnon studies m man and animals 
A catheter was inserted mto the mtemal jugular 
vem of panents undergomg carond angiography 
■VTith both jugular veins occluded on the cardiac 
side of the catheter, injections of contrast ma'enal 
were made. Fig 1 shows the intrac rania l venous 
distension spreadmg into the mtemal and external 
vertebral venous plexuses as low as c6-7 Injec¬ 
tions of banum and dve mto the jugular veins of 
liar veins cadavers cephalad to the pomi of venous obstruc-" 
ms El th confirmed this X-ravs showed a similar filling 

' of the vertebral venous svstem (fig 2), and the 
_ spinal canal was shown to be filled with dve as 
hus far as c7 (fig 3) 

Similar mjecnons were made in monkeys after 
tvmg all the jugular veins X-ravs showed the fillin g of the 
vertebral veins and the escape back to the innominate veins and 
the heart (fig 4) The cord and dura preparation shows that 
the vertebral venous plexus fillin g extended, as m the human 
subjects, to the level of tne lower cervical spmal canal (fig 5) 
Provided, therefore, that a cervical spmal rumour does 
not obstruct the extradural as w ell as the mtradural spmal 
veins, jugular compression will cause distension of the 
vertehral venous plexus as low as c6-7, with compression 
of the theca below the obstruction and a nse m pressure 
at the lumbar manometer This nse may not be as great 
as that normally produced bv this distension plus the 
c s j displaced from within the skuU to the spmal canal 
and thence to the manometer, but it may be suffiaent to 
deceive even an expenenced observer (And m the event. 








Fig 6—Vlyelosrsphy m a patient with spmal ohstrurtion at the C4 leveL 
Compression of the jusviJar veins causes distension of the estraanral veins, v-h.cn narroras the 
spinal dural canal and causes the oil column to move cenhalad. 
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most lumbar punctures are delegated to the mexperi- 
enced ) This conception is very important for the under- 
standmg of c S F mechamcsj because many theories 
about spinal pressures m Queckenstedt’s test have been 
based on the elasaaty or otherwise of the dura, which 
was presumed to be expanded by the increase of C s F, 
volume within If the theca is compressed from without 
m the presence of cervical spinal obstruction, it clearly 
does not matter whether the dura possesses elastic pro¬ 
perties or not If pressure changes are transmitted past 
a spinal obstrucDon by extradural venous distension, 
myelography in such a case should show the oil column 
narrowing and movmg cephalad on jugular compression 
Fig 6 shows that this does in fact occur 


Discussion 


The elaborations of Queckenstedt’s test by combmed 
puncture methods led to attention being concentrated 
on changing c s F pressures rather than changmg venous 
pressures The realisation that c s F and venous pressures 
move in parallel did not help, because observers came to 
think in terms of mcreased ventricular pressure bemg 
transmitted via the aqueduct to the cisterna magna and 
the spinal canal in one continuous wave, with obstruction 
at any point halting the wave As a result, it has been 
suggested at different times that Queckenstedt’s test 
could help in the diagnosis of aqueduct stenosis, acoustic 
neurinoma, foramen-magnum tumour, or obstruction of 
a ventriculocisternal (Torkildsen’s) tube The above 
experiments have shown that it will do none of these 
things Nor is it a rehable test for cervical spinal obstruc¬ 
tion above the level c5-6, unless the extradural as well as 
the intradural vertebral vems are completely obstructed 
by the agent compressing the spmal cord A negative 
Queckenstedt’s test should not, therefore, be allowed to 
cloud chmeal judgment m patients showing evidence of 
cenical spinal-cord compression above this level 


Summary 

The modificauons of Queckenstedt’s test are reviewed 
Combined cisternal and spinal puncture methods 
tended to obscure the importance of venous distension 
as the primary cause of nsmg cerebrospinal-flmd 
pressures, as indicated by manometers 

Chmeal and experimental evidence shows that Quecken¬ 
stedt’s test is unrehable in detcctmg obstrucuon of the 
cerebrospmal-fluid pathways above the c6 level 

Acknowledgment is made to Dr W H T Shepherd, of the 
Ro\aI Victoria Hospital, Belfast, and to Dr Robert Safflc>, of the 
Bangour Hospital, Edinburgh, for their help with the X-ri> studies, 
to tlic department of microbiology of the Queens Um\crsit> of 
Belfast, where the animal experiments were done, and to Mr R G 
Wood for the photographs 
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ANTICONVULSANTS AS A FACTOR IN 
MEGALOBLASTIC ANiEMIA IN PREGNANCY 

P B B Gatenby 
MD Dubl,FRCPI,MRCP 

VISITING PmSICIAN, ROTUNDA HOSPITAL, DUBLIN, 
PHYSICIAN, MEATH AND DR STEEVENS’ HOSPITALS, DUBLIN, 
PROFESSOR OF CLINICAL MEDICINE, TRINITT COLLEGE, DUBLIN 

There have been many reports of megaloblastic ana:niia 
mduced by anticonvulsant drugs—an association first 
described by Badenoch in 1954 The relevant literature 
IS well summarised by Hawkins and Meyncll (1958) 
This anaimia has followed the admimstration of pheno- 
barbitone and phenytoin, and also primidone In 1956, 
Girdwood and Lenman drew attention to the similanq' 
m chenucal structure between fohe acid and these 
compounds They suggested that these drugs interfered 
with fohc-acid metabohsm This was confirmed to some 
extent by Chanarm et al (1958) who studied a patient m 
whom megaloblastic anmmia developed after primidone 
therapy They found that both the absorption and stonge 
of fohe acid m the tissues were normal and concluded 
that interference with tissue metabohsm rather than 
deficiency of fohe acid was the cause of the anxmia 
Recently a similar condition was described in a case 
treated with phenobarbitone (Chanarm et al 1960) 
Hawkins and Meynell (1958) investigated the incidence 
of macrocytic anmmia m large numbers of epileptics who 
were being maintained witli these drugs, and found that 
this compheauon was rare Macrocytosis was common, 
however, in these patients, and 45% of those receiving 
phenobarbitone and phenytoin showed tins feature This 
macrocytosis could be corrected with fohe acid 
Megabloblastic anmmia m pregnancy is now being 
recognised more often, and many reports have been 
analysed by Chanarm et al (1959) In the same paper, 
these workers produced evidence of a fohc-acid deficiency 
m two-thirds of those nearmg the end of their pregnancy, 
and m all patients with twm pregnancy All pregnant 
patients with megaloblastic anmiiua were found to have 
a still greater deficiency of fohe acid 

Consideration of all these reports suggests tliat megalo¬ 
blastic anamua is more hkely to develop when anticon¬ 
vulsants are used m pregnancy Possible interference 
with fohc-acid metabohsm by these drugs is likely to 
mcreasc the effect of the relative fohc-acid deficiency 
which may occur in pregnancy Though Dimsdale 
(1959) drew attention to the danger of drug-induced 
megaloblastic anmmia m epileptics during pregnancy, no 
report of this comphcation has yet been found 

In a recent survey of 100 cases of megaloblasuc anxnua 
m pregnancy seen at the Rotunda Hospital (Gatenby 
and Lilhe 1960), it was noted that 3 of the cases were 
epileptics receiving anticonvulsants The incidence of 
epilepsy m the general attendance at this hospital ^is 
approximately 1 in 400, so that the incidence of 3% 


TABLE I—ANTICONVULSANTS AND MEGALOBLASTIC AtJAlMIA IN 
PREGNANCY 


AniicomTilsant drugs 

Number of 
patients 

Number of 
pregnancies 

Incidence of 
mcgaloblasii 

nnxmia 

Phenobarbitone 

28 

48 

0 

Phenobarbitone and phenj^oin 

7 i 

7 


Phenobarbitone and primidone 

1 

1 , 


Methom ( Xtesontom ) 

I 

1 


No treatment 

7 ! 

13 j 

1 

Total 

-t-i 1 

70 j 

5 


• 1 unconfirmed 
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the cases of megaloblastic anaiima suggested a 
relationship 

The records of all pregnanaes m epileptics over a sis- 
^ period (1953 to 1958 indusiie) tsere studied 70 
- ^ occurred in 44 epilepncs In 7 of them (13 
- ) no anncommlsants were bemg admims- 

because there had been no attacks for man> \ ears 
'' case of megaloblastic anremia occurred m this group 
me rem ainin g cases were dinded mto groups dependmg 
on the anticonvulsants used Table i shows the relauve 
madence of megaloblastic anaemia There w ere no cases 
in 48 pregnanaes treated with phenobarbitone alone 
There were 4 cases (1 unconfirmed bv bone-marrow 
biopsv) out of 7 treated with phenobarbitone combmed 
with phenjTom 

In table n details are shown of the estabhshed cases 
All had severe megaloblasnc anaemia which responded 


TABLE n—MEGALOSlASnC AN^VUA IN PREGNANT EPILEPTICS 
PECEIVTSG PHENTTOIN 


Ca-e 

1 

-Bresnsacy , 

j 1 

1 

1st Hb 
; cSw.m-.tioa 

Onset cf 
aamm-a 

1 Hb at ‘ 
j oase^ 

ReL.rulo- 
c>te-peak 
* with 
(lLw acid 

A 

2ad (no 
^ treatzngn*- 
1 dx-nng 1st) 

11 1 g per f 
100 mL 
' at 24th ■week 

6 ^eeks 
antepartum 

5 8 g per , 
100 mL 

1 12% on 
5th day 

B 

1 

* 8 1 g per i 
{ 100 taL 

‘at32adwee^' 

4 weeks 
aateparT-ai 

, ** 3 g per 
100 ml 

on 
6di daj 

c 

1 6Ji 

t (pheao- 
‘ b-rb tone 
j during 
previous 

1 P’^iaaaes) 

12 •« g per } 
100 ml i 
at 2ntb week { 

i 

1 

1 ' 

2 da^*s 
satepartuia 

6 , E per 
‘ 100 mL 

15% ea 
• dsj 


bnsldv to fohc aad b\ mouth, 20 mg dadv, m spite of 
connnuation of the anticonvulsant treatment Case C is 
noteworthy because phenobarbitone alone had been 
administered m previous pregnanaes without the dev elop- 
ment of megaloblastic anaemia None of these cases had 
achlorhydria Cases A and B are still under observa¬ 
tion and nather has shown radiological evidence of 
gastrointestinal abnonnahtv 

Suminarv and Conclusions 

^ From this analysis, it appears that there is a high 
madence (3 out of 7) of severe megaloblastic anEemia 
' when phenvtom together with phenobarbitone is used m 
the treatment of epilepsy m pregnancj It is recom¬ 
mended that, if phenjTom is bemg a dminis tered to an 
' epileptic durmg pregnancy, either oral fohc-aad supple¬ 
ments should be giv en durmg the last trimester, or fire- 
quent hsmoglobm estimations should be done to detect 
^ the onset of ananua If it proves to be megaloblastic, 
f It will respond well to fohc aad, the anticonvulsant 
^ treatment need not be mterruptecL 

The madence of megaloblastic angmia m 57 preg¬ 
nanaes m epileptics receivnng anticonvulsant therapv 
^ was studied retrospectively There were no cases m 48 
V pregnanaes where phenobarbitone alone was used In 
^ 7 pregnanaes where phenytom was used as well as 
^ phenobarbitone there were 4 cases (1 imconfirmed) of 
^ severe megaloblastic ansmia Fohc aad cured the anmmia 
^ m these cases, while aUowmg the anticonvulsant therapv 
to be contmued 

I _ ^ thank Dr E yc L, Thompson, es-Master of the 

Kotunda Hospital, for permission to publish this report of patients 
^ w o were under his care I am greatlv mdebted to Dr H. C Aloore, 
pathologist, fo- his assistance. 

^ R^erences at foot of next column 


HYPONATRrEMIA AMD IMPAIRED RENAL 
TUBULAR FUNCTION MTTH CARCINOMA 
OF BRONCHUS 

J Rlssell Rees* 

M A , M D Cantab , M R.C P 

MEDICAL REGISTE.AR 

S B Rosalki 
M B Load , M R CE 

REGISmAR IN CHE.VUCAL PATHOLOGV 

A D W Macxe-an 
AI B Lend 

FOtSE-PHYSICLAN 

THE GORDON HOSPITAL AND VTNCENT SQL ARE LABORATORIES 
OF WESTMINSTER HOSPITAL, LONTION, S VV 1 

HYPONATRiE.MiA IS assoaatcd With reduced osmotic 
acnvntv m the extracellular fimd and may occur with 
lowered, normal, or mcreased bodv-sodium stores It 
may follow sodium depletion, water retention, or reduc¬ 
tion m cellular osmolantv (Schroeder 1949, Sims et al 
1950, Rapoport et al 1951, Danowski et al 1955) Renal 
han dlin g of sodium is variable, and retention or abnormal 
urmaiy loss mav occur (Rapoport et al 1951, Schwartz 
et al 1957, Orloff et al 1959) 

Hvponatrsmia may be found m adrenal failure and 
severe cardiac, renal, or hepatic disease It has been 
described m tuberculosis, cerebral disease, and diabetes, 
and after excessiv e loss of bodv seaenons bv anv route 
(Danowski et ah 1955, Elfcmton 1956) 

It maj develop durmg acute lobar pneumoma and 
tuberculosis (Atchlev et al 1923, Winkler and Crankshaw 
1938, Sims et al 1950) A patient with bronchial carem- 
oma who showed hvponatrEemia and abnormal renal 
chloride loss was described bv Winkler and Crankshaw 
(1938) Recentlv, Schwartz et al (1957) reponed two 
patients with caremoma of the bronchus m whom hvpo¬ 
natrEemia and renal sodium loss probablv resulted from 
mappropnate seaenon of anndiuretic hormone We 
describe here a further patient wnth a bronchial neoplasm 
and hvponatimmia m whom this mechamsm did not 
operate As well as defiaent sodium retention, he had 
ammoaaduna and maeased phosphate excretion The 
presence of an acquired renal tubular defect is suggested 

Case-record 

A stoker, aged 53, was admitted to the Gordon Hospital 
on Apnl 17, 1959 For two months he had suffered malaise, 
non-productive cough, and loss of appetite, with particular 
revulsion for sweet and starchv food. He had lost 17 lb , and 
m the previous fortmght had suffered from nausea, with 
vomitmg on four occasions During the same period he had 
noted cramps m the abdomen and legs 

He had had a dry mouth and mcreased thirst for a week 
before admission On April 15, he had famted, and had smee 
been confined to bed There was no disturbance of micturition, 
but he had been constipated for a fortmght He had been a 
moderate pipe smoker for years, and took httle alcohol 

• Preseat address Guv’s Hosp-tal, London, S E 1 
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TADLU I—DAIL\ INTAKE, OUTPUT, AND SERUM-ELECTROLYTE LEVELS 


Dai 

Sodium mtaVc 
(mEq) 

Fluid intake 
(nil) 

Urine 

(ml or mEq dally) 

Serum 

(mEq per litre or mf? per 100 ml) 

Onl 

I N 

Oral 

I\ 

Volume 

Ntt 

a 

K 

No 

Cl 

K 


Total 

protein 

- 

1 

0 

0 

1080 

0 

810 

79 



109 

82 

34 

35 

64 


o 

0 

0 

2160 

0 





111 

84 

45 

36 



3 

0 

0 

1920 

0 


— 




— 


— 



A 

0 

0 

1230 

0 

1380 

108 

68 

57 


— 

— 

— 


•I’m E i 3 l 

5 

68 

0 

1860 

0 

1360 

24 

16 

45 

107 

78 

— 

32 


ESSi KilmI 

6 

102 

185 

2250 

2280 


117 

177 

95 

no 

77 

57 

35 



7 

102 

105 

2970 

3090 


128 

130 

59 

121 

84 

56 

22 



8 

102 

185 

2010 

1930 

3360 

70 

52 

12 

113 

83 

13 

23 



9 

102 

335 

1630 

3510 

3220 

245 

280 

28 

112 

80 

32 

24 



10 

102 

335 

1Q80 

3030 

1910 

168 

196 

19 

123 

97 

39 




11 

68 

300 

1590 

1650 


— 



121 

95 

30 

21 



12 

63 

160 

750 

1140 

1140 

145 

138 


127 

97 

47 

36 



13 

6S 

160 

120 

1140 

■bon 

122 



126 

95 

13 

38 

54 


14 

68 

160 

510 

1140 

970 

123 

159 


131 

91 

45 




15 

68 

160 

510 

1140 


156 

199 


132 

106 

17 




16 

68 

160 

510 

1110 


74 

90 

■niH 


— 

— 




17 

68 

100 

1110 

750 

815 

61 

86 

88 


— 

— 




18 

136 

0 

1350 

0 


55 

90 

82 



32 


5 1 


19 

136 

0 

1Q80 

0 


— 


— 



50 




20 

0 

0 

1500 

0 

790 

53 

73 

79 


95 

43 

62 

5 1 


21 

inmm 

0 

1210 

0 

1040 

5 

16 

125 

mm 

mmn 

46 

75 




— indicTtcs no measurement, 0 indicates no intake On days lljand 19, the collection sms lost Day 1 is a 12 hour collection (6 rM -6 AM) 
Daj 12 Is an 18 hour collection IV —intrasenous 


Exaimnatton 

He VIS thin and wasted There was no clinical dehydration 
or cederna No abnormal pigmentation was noted dp 100/60 
mm Hg Respiratory system fine rAles at bases of both lungs, 
otherwise normal The tongue was furred, but tlie mouth was 
not dry 
Intcsiisatwiis 

Dailj scrum-clectrolvte rind blood-urea levels, unne- 
tolumes and electrolyte content, and fluid and sodium intakes 
arc showTi in table i and in figure 

Blood —Hamoglobin 15 0 g per 100 ml Erythrocyte- 
sedimentation rate (Wintrobe) 11 mm in the first hour Total 
w lute-cell count 9000 per emm (neutropluls 70%, lympho- 
cj^es SO"/,) Liver-function tests, scrum-amylase, and serum- 
cholesterol normal Serum-albumin 3 9 g per 100 ml 
Scrum-globulm 2 5 g per 100 ml Random blood-sugar 123 mg 
per 100 ml NVasscrraaitn and Kahn tests negative Serum- 
alkali reserve (day 13) 24 mEq per litre Scrum-alkalme phos¬ 
phatase 7 King-Armstrong units Scrum-calcium 10 6 mg 
per 100 ml , scrum-inorganic phosphate 2 2 mg P per 100 ml 
(day 2) Scrum-calcium 13 3 mg per 100 ml , scrum-inorgamc 
phosphate 1 6 mg P per 100 ml (day 14) Scrum-crcatinlnc 
0 6 mg per 100 ml (day 14) 

Unite —Urinary calcium 350 mg per 24 hours Urinary 
phosphate 480 mg P per 24 hours Urinary creaunine 450 
mg per 24 hours (day 14) Urinary aldosterone cxcrcuon 
(Dr R V Brooks) 1 8 pg per day (day 16), 17 pg per day 
(day 17) (normal range 3-8 pg per day with a mean of 5 pg ) 
Steroid c\crction is shown in table ll 

The spcafic grasity was always witlun tlic range 1 010-1 026 
No albuminuna Intermittent glycosuna and ketonuna 
There was no glycosuria after dav 13, and no ketonuna after 
day 18 Paper chromatography of unne for aminoacids 
(Dr J H Wilkinson) showed (1) a large increase of alanine, 
glscine, glutamine, hisudine, lysine, threonine, and y-anuno 
bumic acid, (2) a moderate increase of glutamic acid, taurine, 
and senne, (3) small quantities of \"ihnc, leucine, and tyrosine, 
and (4) traces of mcthsl histidine and cvstinc This pattern 
of generalised armnoaciduna was present up to tlic time of 
death 

Sp I till —No malignant cells 

A-ru> of cl at —Mass in left lung near hilum, witli bilateral 
hil ir-gland enlargement Normal pulsation and diaphragmatic 
mo\ ement on fluoroscopy 

/jiiiipi jri/diii (Dr J F Ziha, Dr J P Nicholson)—^Total 
exchangeable sodium (das 12) 2510 mEq - 51 1 mEq per kg 
(normal range 37-56 mEq per kg) Total exchangeable 
potassium (das 12) 2530 mEq —51 1 mEq per kg (normal 
range 37 5-61 mEq per Ig) Na'K —1 00 (normal range 
0 69-0 05'' B-onude-spacc (day 13) 15 9 htrcs>s^310 ml per 


kg , (day 14) 16 3 litres =359 ml per kg (normal range for his 
build 248-378 ml per kg) 

Electrocardiography —Day 1, alternating atrial flutter and 
fibnllation East ventricular rate of about 150 beats per 
mmutc svith both rhytlims Day 5, sinus rhythm, rate 80 beats 
per mmutc Tracings otlicrsvisc normal 

Progress 

The lustory of recent cough and the X-ray findings suggested 
bronchial caremoma Severe hyponatrn.mia (109 mEq per 
litre) svas found on admission and svas associated svitli abnormal 
renal sodium loss (79 mEq in second half of day 1) 

He gradually became worse He svas moderately tlursty but 
too ill to dnnk unless assisted During the first four days he 
took ssveetened fruit drinks only, and he continued to refuse 
food tliroughout the rest of his illness 

Adrenal failure caused by bilateral metastatic deposits seemed 
unlikely svith a normal blood-urea, a losv scrum-potassium 
(3 4 mEq per litre, day 1), and no pigmentation His blood 
pressure (95-100/60 mm Hg) ssas losv but tlus ssas due to 
tachy cardia, and it rose on day 4 to 120/80, sshen tlic arrhythmia 
reverted to sinus rhytlim, tliough tlic hyponatramia persisted 
(107 mEq per litre) He ss'as so ill that it seemed best to gise 
extra salt and sodium-retaining hormones until more wais 
knossn of his adrenal function On day 5, oral salt in cacliets 
and intravenous saline svcrc begun (table i and figure), and be 
ssas encouraged to drink more He cooperated readily and 
high intakes sscrc nchicscd betsveen days 6 and 11 He also 
took a total of 6 mg fludroconisonc bctssccn days 5 and 9 
This potent salt-retainer ssas used to avoid confusion in estima¬ 
tions of urinary steroid excretion ssliich sscrc done at this 
time Fludrocortisone ssas stopped ns soon as these results 
sserc knossTi 

■With this therapy there svas slight improvement, though he 
remained sscak The scrum-sodium rose only slosvly, and 
continued to rise sshen fludrocortisone svas discontinued on 
day 8 and sodium intake ssas increased Intensive sodium 
therapy ssas giscn up to day 11 by sshich time the serum- 
sodium level had risen only to 121 mEq per litre 

Bctssccn days 12 and 16, water intake ssas reduced as much 
as possible to sec if this would affea the renal sodium loss 
as in the cases of Schwartz ct nl (1957) Sodium supplements 
were continued, so tliat he also received 1140 ml fluid daily 
intravenously, and negative fluid balance ssas not, therefore, 
achieved In tlus period, ssitli an intake of 228 mEq sodii® 
daily, the scrum-sodium level continued its slow rise to 132 
mEq per litre From about day 12, lus condition steadily 
worsened, with increasing back pain at the level of the losvtf 
part of the thoracic spine, and by day 17 he ssas scry ill N® 
more mtrasenous saline ssas given, but oral supplements were 
conunued for anotlier 2 days His fluid intiUcc was about 
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1 5 hires da3v He became emaciated, and bronchopaeumoma 
developed. Fmallv he lapsed mto coma and became clinically 
dehvdrated. There was a terminal nsc m blood-urea let els, 
and me serum-sodium rose to a maximum of 142 mEg per here 
on dav 20, though it fell agam the following dav to 127 mEq 
He died on dav 22 
Necropsy 

At necropsv (Dr J S Comes) an oat-celled anaplastic 
carcinoma was discovered, ongmanng m the hngular bronchus, 
and spreading to the lung, mediastinum, and left supra¬ 
clavicular Ivmph-noaes No other macroscopic spread was 
found, but histological esamination show ed infiltratioa of the 
hver and spleen bv tumour cells 

The kidnevs were macroscopicallv and histologicallv normah 
Histochemical staining (Dr John Prvsc-D avies) show ed normal 
alkalme phosphatase, aad phosphatase, non-specific esterase, 
Euccimc dehvdrogenase, and lacnc dehvdrogenase acnvitv 
Ahcrodis'ection (Dr E AL Darmadt) revealed no abnormahtv 

The adrenals were enlarged (combmed w eight 22 g) and 
histologicallv showed widening of the cortex pnnapallv in 
the zona fasaculata. Histochermcal staimng (Dr Pryse- 



^ i and sodimn balance calcnlated £rom intake and ontpnt 

^ Pires with no allowance for ertrarenal loss or water of 

y' nictaboUsm. 

, Dan- iniake plotted up &oni baseline Dailv output plowed down 
mtabe figures Shaded areas above baseline represent ponnve 
shaded areas below are negative balance Intake data only 
^ Cavsj 2, 3, 11, and 19 For potassium, urinary figures onlv are 
T.EJt. = total exchangeable potassaum. T.E Na'= total 
ewhingeable sodium. 


TABLE n—CTJMFt STETOID EtCLETION 


Dll 

(mg ptr 

* cro ds 

24 hOwT') 

i 

17-hvdrox> - 
♦tererds 

17-kff 0- 
«tcro ds 

1 


17 S 

— •* 

Nil 

5 

i 1 

7-0 

1 FI-i.ocon^on£ 2 mg c“al 

6 

66^ 

16 S 

t 

' Fludrcsro-u^cse 1 mg cml 
50 umts r v ♦ 

7 

65-0 

21-0 

F^^drcccrti^-c 2 mg c-nl 
Coucc^plLgi 50 un.31 \ 

9 

37-0 

11-5 

Nd 

10 

2 1 

2-0 

' NT 

20 

17-* 

1 77 

Nn 

21 

17 7 

IS s 

NT 


•it =mtra cnous 


Davies) for alinlme phosphatase, acid phosphatase, non¬ 
specific esterase, succmic dehvdrogenase, and steroid 3-S-ol 
dehvdrogenase suggested a hvperactive adrenal gland with 
mcreased steroid metabolism 

The parathyroids showed shght uniform enlar gement. The 
pitmtarv contamed a small det elopmental evst, 3 mm. m 
Qiameter, but otherwise was normal. 

Discussion 

The outstandmg feature was the extreme hyponatraemia 
accompamed bv malaise, cramps, ana thirst Mechamsms 
such as decreased cellular osmotic acntitv or a new steady 
state, which hat e been suggested to explam hvponatrsmia 
m set ere illness (Sims et ah 1950, Danowsla et ah 1955) 
did not operate m our patient whose hyponatrsmia 
improted as his chmeal state deteriorated. 

Addison’s disease was not present, nor was there any 
evidence of the usual tvpe of salt-wastmg renal disease 
which is assoaaied with obvious changes m the kidneys 
(StanbuTT and Mahler 1959) The hvponarnEmia was 
clearlt associated, however, with defiaent renal sodium 
retenuon. This is seen on dav 1, and on day 4 when 
lOS mEq sodium were excreted after at least 4 dairs 
without any salt mtake This sodium-leak was partially 
inhibited by fludrocortisone on aav 5, but the presence 
of more than a trace of unnarv sodium at this low serum- 
level (107 mEq per htre) suggests that tubular response 
was unpaired Bv dav 14, a large dose of fludrocortisone 
had no effect on sodium excretion showing mat the 
tubular defect had mcreased 

Aldosterone excretion was reduced on days 16 and 17 
Bv then massive sodium repletion had occurred Extra- 
polatmg fixim the results on day 12 (allowmg 10 mEq 
dailv for extrarenal loss), total exchangeable sodium is 
estimated at 2566 mEq for dav 16 (approximatelv 61 mEq 
per kg ) and his serum-sodium had risen to a reasonable 
level for his dmical state The low aldosterone excretion 
at this stage is therefore not surpnsmg 

An estimate of the metabohe state on admission may be 
made fiom the isotope studies 

On dav 13 the bromide-space was 15 9 btres (within normal 
limits), and before this marked positive water balance had 
occurred. Allowing 700 ml dailv as the balance between 
insensible loss and water of metabohsm, a positive balance of 
6 2 htres occurred between davs 7 and 11 Unfortunatelv, the 
urme on dav 11 was lost, but the intake makes a negative 
balance unlikelv Ignormg this dav a positive balance of 
approximaielv 5 6 htres existed between davs 5 and 13 Thus, 
on dav 6, the extracellular fiuid volume was estimated at 
10 n htres (about 220 mb per kg ) This figure would have 
changed little ftom the time of Ins admission, and is 
abnormallv low 

Total exchangeable sodi um on dav 12 was 2540 mEq 
Ignormg dav 11 agam cumulative sodium retention ftom dav 5 
to dav 12 was 972 mEq The amount of food taken was 








1008 NOVEMBER 5, 1960 


ORIGINAL ARTICLES 


THE LANCET 


negligible, and allowing 10 mEq per day for extrarenal sodium 
loss, the estimate for total exchangeable sodium on day 5 
was, at most, 1640 mEq (approximately 35 mEq per kg )—^an 
abnormally low figure Total exchangeable potassium on day 
12 w’as 2540 mEq, and cumulative potassium loss m the 
previous week was 258 mEq (agam ignormg day 11) AUowmg 
10 mEq daily for unmeasured potassium loss, the total 
exchangeable potassium on day 5 was estimated at about 2868 
mEq (approximately 61 mEq per kg), which is m the upper 
normal range 

Thus It appears that our patient on admission was 
depleted of sodium with a reduced extracellular-fimd 
space 

In their two patients, Schwartz et al (1957) thought 
that carcmoma m some way caused mappropriate secretion 
of antidiuretic hormone This produced sodium loss by 
mcreased glomerular filtration and, because extracellular 
volume did not fall, by a failure of aldosterone secretion 
to rise with sodium depletion Both patients had severe 
hyponatraimia, m one case as low as 103 mEq per htre, 
with few symptoms In one the extracellular volume was 
measured, and was foimd to be raised 

In our patient, the low estimate for extracellular space 
on admission makes it unhkely that mappropriate secre¬ 
tion of antidiuretic hormone caused his sodium loss 
The mcreased thirst m the week precedmg admission is 
m keepmg with this view, though thirst can occur with 
an mcrease m body water (Wynn and Rob 1954) 

The effect of water restriction (days 12-16) was unim¬ 
pressive There was no dramatic reduction m urmary 
sodium loss as m the patients of Schwartz et al (1957) 
and though restriction of water was not severe, it was 
more than was needed m one of their cases to reverse 
sodium loss Admimstration of large amounts of flmd 
caused improvement, rather than deterioration, and 
sodium given m this phase was largely retamed m contrast 
to the results m their pauents The poor response to 
salt-retairung hormones is a further pomt of distmction, 
and m addiuon our patient probably produced hypotomc 
urine on some days (eg, day 8, table i) when specific 
gravity was not recorded, whereas in the cases of Schwartz 
et al (1957) urme was hypertomc to plasma 

In our patient, it seems that the renal sodium leak was 
due to impaired tubular function With hberal intakes, 
sodium loss was not excessive, and repleuon was easily 
achieved However, w'hen sodium intake was low, an 
obhgatory renal salt-loss was revealed, leadmg to sodium 
depletion and, eventually, hyponatremia 

This defecuve reabsorption of sodium, together with 
mtemuttent ketonuria and glycosuria, suggested proximal 
tubular damage, and mvestigation led to the unusual 
findmg of generahsed ammoaciduna Other recognised 
causes of renal aminoaciduria were absent, and there was 
no ewdence of the adult Fancom syndrome (Walks and 
Engle 1957) in which sodium loss, in particular, docs not 
occur Overflow ammoaciduna ma> be found wnth 
mcreased protem breakdown, and smce the plasma- 
ammoacid le\el was not estimated, this is a possibihty 
m our patient, though other features favour its renal 
ongm 

Impaired phosphate reabsorpuon and low serum- 
phosphate levels accompamed the ammoaaduna, pro- 
vadmg further evidence of proximal tubular damage 
The terminal hj-pcrcalcamua and necropsy findmgs of 
parathvroid gland enlargement were probably due to 
sccondarv hyperparathyroidism 


The distal tubular exchange mechanism of potassium 
for sodium could function normally as shown by falling 
sodium excretion m the last week, with mcreased potas 
Slum excretion and K/Na rauos, particularly evident on 
day 21 24-hour creatmme-clearance on day 14 was 
reduced, and rismg blood-urea levels were recorded in the 
last week, mdicatmg progressive reduction m glomerular 
filtration This nught have reduced the load on the 
proximal tubules to a level at which they could function 
competently The resultant fall m distal tubular flow 
might then allow the efficient cation exchange and 
sodium conservation seen on day 21 A diminution in 
proximal tubular load would also explam the dis 
appearance of glycosuria and ketonuria m the week 
before death 

A defect in proximal tubular function was therefore 
thought to be present, and a similar defect was postulated 
by Rapoport et al (1957) as the cause of hyponatraemia m 
their patients with tuberculous memngitis However it 
remains difficult to explain the urmary composiuon on 
days 1 and 4 The metabohc state on adrmssion should 
have resulted in maximal aldosterone secretion The 
modest potassium excretion and low urmary K/Na ratio 
at this time is surprismg and, with the poor response to 
admimstered steroids, suggests that distal tubular function 
was also impaired 

Summary 

Severe hyponatraemia developed in a man of 53 with 
bronchial carcmoma He showed poor renal sodium 
conservation which, with neghgible intake because of 
anorexia, had caused sodium depletion 

Repletion was easily achieved and fluid restriction did 
not affect the sodium loss Metabohc studies suggested 
that, on admission, he was depleted of sodium, with a 
reduced extracellular-fluid volume 

There was no evidence of adrenal failure, and at 
necropsy the adrenal glands were enlarged and showed 
signs of hyperacuvity 

The renal response to fludrocortisone and cortico 
trophm was poor There was no clmical evidence of any 
of the usual types of salt-wasting renal disease, and at 
necropsy the kidneys were normal on detailed histological 
exammation 

There was evidence of functional damage to the 
proximal tubules with generahsed ammoaciduna, glyuO' 
suria, ketonuria, and mcreased phosphate exaction 
Ammoaciduna was constant throughout, but glycosuna 
and ketonuria were intermittent and disappeared m the 
last week 


The distal tubular exchange of sodium for potassium 
was active termmally, though perhaps not on admission 
It IS suggested that the sodium loss was mamly due to 
proximal tubular damage, and that the bronchial carem 
oma had caused this unusual derangement of tubular 
function 


We wish to thank Dr R D Tonkin, under whose care this pati® 

was admitted, for permission to report this case, and Dr R J 
Eayliss for advice on the manuscript The microdissection of m 
kidneys was carried out by Dr E M Darmady Theurinary^ra- 
acid determinations were performed by Dr J H Wilkmson West 
mdebted to Dr R V Brooks for the urmary aldosterone assar 
Details of the adrenal and renal histochemical studies were kinca 
provided by Dr John Pryse-Davies The results of the isoto, 
studies were provided by Dr J F Zilva and Dr J P Nicholsoa 
The necropsy was performed by Dr J S Comes The figure ^ 
prepared by the department of medical illustration, Guy’s Hospital 
References at foot of next column 
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POSTPARTUM PRE-ECLAMPSIA 


I R McFadyen 
M B Glasg 

FLIGHT RAF 

From the Royal Air Force Hospuali Aden 

A WOMAN, aged 19, had an eclamptic fit fifteen hours 
after she had her first babv She had gi\ en no endence of 
pre-edampnc toN^mia Mhile pregnant, or during her 
eight-hour labour An episiotomt was necessarj for 
dehvert, and, in the course of its repair, she seemed 
drowsier than would hat e been expected from the 100 mg 
pethidme and the gas-and-air analgesia she had received 
durmg labour That mght she slept uneasilj, cDmplammg 
of epigastnc discomfort, and at 6 A M next day her blood- 
pressure (bp) was 140/90 mm Hg an hour later she had 
the fit 

The panent was first seen durmg the sixteenth \teek of 
pregnancy Ko history of senous illness, prenous pregnanct, 
or fits was gi\en (this was confirmed m the puerpenum) Her 
general condition was excellent Hsemoglobm 87°o (Haldane), 
blood-group B, rhesus-posime, Kahn-negative The B P was 
130/70, weight 105 lb , and her urme shotted no abnonnahtj 
Thirteen visits w ere made durmg the pregnancy Apart from 
a trace of albumm m a mommg specimen of urme at the 
thirty-set enth week, and shght swelhng of the ankles the week 
before that, the only abnormahtj of the pregnancv was a 
degree of hydrammos at the thirtieth week suffiaent to warrant 
an X-ray of the abdomen The hydrammos decreased slowly 
but was still present at term The weight rose gradually to 
128 lb at term, and feU 1 lb m the foUowmg week The blood- 
pressure remamed between l'l0/60 and 120/80 durmg the 
pregnancj 

Progress 

Day 1 —A healthv 6'/. lb infant, bom ten davs after the 
estimated dehierj date The labour was uneientful Total 
blood loss 8 oz , 0 5 mg of ergometrme was gw en mtra- 
muscularly after deh\ er> of the placenta 

Day 2 —^bp after the fit, 140/90 There was no residual 
paralysis, but facial cedema w as noted and this mcreased durmg 
the next few hours The patient was sedated with barbiturates, 
and gw en a low-salt diet Durmg the dai her b p remamed at 
about 130/90 Alorphme was gw en that mght as she complamed 
of headache 

Day 3 —^The B p fell until it was 125/80 m the e\ enmg, the 
oedema subsided, and the patient had no complamts 
Day 4 —About sevenw-two hours after delivery the frontal 
headache and faaal oedema returned The breasts became 
engorged and treatment for the suppression of lactation was 
begun Her temperature rose until it was 102 6°F bv the 
evenmg She was moved mto an air-condinoned room, and 
sedated with 6 g amjlobarbitone six-hourly and 25 mg 
chlorpromazme orally twice daily The htemoglobm was 88% 
(Haldane) and the haemotocnt value 40°o 
Day 5 —^A mommg catheter specimen of urme contamed 
' 200 mg albumm per 100 ml, 15-25 red blood corpuscles, and 

, 3-4 white corpuscles per high power-field, it was sterile 

, A Foley catheter was mtroduced and mtrofiirantom 100 mg 
^ given six-hourlv to prevent a urmary infection She passed 
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1290 ml of urme that dav The oedema and headaches remamed 
The temperature fell to 98 4' by the ev enmg The blood- 
pressure, how ev er, started to nse durmg the dav 

Day 6 —^The B p contmued to nse imtil m the evenmg it 
reached 170/100 At that pomt 12 5 mg hvdraUazme was given 
orallv this was followed anhour laterby afall mB P to 145/100 
The dose was mcreased by stages to 37 5 mg four-hourlv The 
B p fell graduaUv, until on the tenth day it was consistently 
130/80 at the time that the next dose was due 

The typical pre-eclampuc fames and headache remamed until 
the sixth day when, along with the albuinmuna, thev started to 
subside On the nmth dav the catheter was withdrawm, the 
adimmstration of chlorpromazme was stopped, and the patient 
was moved out of the air-condinoned room The output of 
urme did not fall below 950 ml per tw entv -four hours, nor did 
the blood-urea nse abov e 20 mg per 100 ml and the blood- 
electrohies remamed withm normal limits 

The hy drallazme was contmued unnl the fifteenth puerperal 
day It was gradually reduced thereafter, and was stopped on 
the twenneth dav The b p had then been 105/75 for three 
davs, there was an occasional trace of albummuna, and the 
panent had no symptoms The baby was bottle-fed and 
thnving 

Six weeks after dehvery the panent was seen at the posmatal 
clinic She had suffered no headaches or svv elhng of the ankles 
smee leavmg the hospital, nor were there any other complamts 
The urme contamed no albumm, the B P was 110/75, and she 
weighed 106 lb Uterme mvolunon was sansfactorv 

Discussion 

Stander et al (1946) desenbed 21 cases of eclampsia 
occurring vvrthin thirty hours of dehv ery 13 of these had 
shown no evidence of antepartum pre-eclampnc toxmmia 
In 9 cases of postpartum convulsions m the first twentv- 
four hours of the puerpenum pubhshed by Hofmeister 
and Brown (1953), 2 had given no previous signs of pre- 
eclampsia Theobald (1955) quotes 4 cases of antenatal 
eclampsia m panents knowm to hav e been normal at some 
time m the twenty -four hours before the fits It is clear 
that this fulmmatmg eclampsia can also occur m the 
puerpenum It is not, howev er, common for a patient to 
develop the pre-eclampnc syndrome for the first time after 
dehvery and after a fit, m none of these series is it men- 
noned Hamilton (1953) states that hyTertension and 
convulsions mav be produced by mtrav enous ergometrme 
given at the time of dehvery, but this is not accompamed 
bv oedema and albummuna, and the blood-pressure usually 
settles withm four hours 

There is a school of thought which holds that pre- 
eclampnc toxsemia and eclampsia are due to mcreased 
myometrial tension, pomnng out that twms and hv dandi- 
form moles are examples of an ov erdistended uterus bemg 
frequently assoaated with pre-eclampsia Theobald 
(1955) gives as one of his essennal entena for any hvTio- 
thesis purpomng to explam the genesis of eclampsia that 
It must afford a reasonable explananon of eclampsia 
occurrmg up to four days after dehv ery of the placenta, and 
many find this a stumblmg-block m acceptmg this 
hyrpothesis 

A possible explananon of my case can be obtamed from 
the concept of pregnancy as “a kmd of phvsiological 
Cushmg’s syndrome ” propounded by J S L Browne 
and elaborated by F J Browne (1958) In this it is held 
that the adrenal cortex undergoes hyperplasia m preg¬ 
nancy imder the influence of the large quannnes of comco- 
trophm produced by the hypertrophied anterior pitmtary 
and the placenta, and Poideven’s (1959) demonstranon of 
the relanonship of striE gravadarum to adrenal comcal 
hyperfunenon supports it The excess of comcosteroids 
produced has been demonstrated by Gemzell (1953) who 
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REVIEWS OF BOOKS 


THE LANCET 


Reviews of Books 


The Problem of Acute Hypothermia 

Editor P M Starkov Translated from the Russian by R E 
Hammond Editor of English edmon E Neil, m d , professor 
of physiology, Middlesev Hospital Medical School London 
Pergamon Press 1960 Pp 329 70s 
This book contains the results of many years research 
m Professor Starkov’s department m Omsk There are twenty- 
eight articles by the fourteen workers concerned, and they are 
all physiological, though the hope is expressed that some of the 
conclusions may be put to practical use The subject titles 
alone make mterestmg readmg, for, as might be expected, they 
imply a quite different approach to the physiology of hypo¬ 
thermia from that m the Western world, where much of the 
work has been planned pragmatically, accordmg to the needs 
and problems of the operatmg-theatre, and not so much 
concern, perhaps, is felt about the basic differences betiveen 
the body functions at normal temperature and those revealed 
durmg hypothermia Physiologists tvill therefore welcome the 
results of study on such fundamentals as cold effects on blood- 
flow m limbs and viscera, on the effects of direa cerebral 
coohng, and the use m hypothermia mvestigation of the values 
accorded by such familiar parameters as those of the heart- 
lung preparation, decerebrate cat, isolated rat uterus, and 
skeletal muscle Behaviour and conditioned reflexes m puppies 
and adult dogs are subjects of natural mterest to Russian physi¬ 
ologists, and the response of these nervous patterns to hypo¬ 
thermia IS the subject of one of Professor Starkov’s own articles 
The publishers regret that for speed and economy of pro- 
ducuon the text is m typescript photolithography, but the 
quality of the pages is even and good, and the content more than 
makes up for any deficiency The translauon is commendably 
clear 

Lectures on Hscmatology 

Editor F J G Hayhoe, m d , m r c p , department of medicine. 
University of Cambridge London Cambridge University 
Press 1960 Pp 247 60 j 

These lectures were delivered at Cambridge m December, 
1959, at a course for physicians and clmical pathologists 
“ havmg haimatology as one of their mam mterests ” Four 
of these lectures will mterest any haimatologist J V Dacie 
gives some facts from his umque experience m haimolyac 
anaemia, W M Davidson provides an excellent account of 
iron metabolism and treatment, G Wetherley-Mem describes 
mterestmgly and practically what is meant by “ myelopro- 
liferauve syndromes”, and R M Hardisty makes a gallant 
attempt to brmg together m a moderately coherent account 
what we now know about haimostatic processes The other 
lectures are good, sometimes very good, reportmg work that 
will be famihar to many hcematologists R H Girdwood on 
megaloblastic ansmias, George Discombe on transfusion 
hazards, and J C White on haimoglobm variants summarise 
their already published work Dr Hayhoe himself draws on 
some pages from his recent book on leukamua Richard Doll 
writes on the mcidence of leukaimia and the sigmficance of 
environmental factors, DAG Galton on the chemotherapy 
of leukarma, G I C Ingram on congemtal and acquired 
disorders of blood coagulauon, and J F Ackroyd on the 
pathogenesis of purpura HEM Kay brmgs together a 
useful summarv of published results on attempts to use 
marrow transplants in the treatment of leuktemia 

This sort of book falls between two stools the specialist m 
hamatologv will be mterested only m the first four lectures 
vv e mentioned, the more general phy sician or pathologist with 
a mam interest m hxmatology will hardlv vv ish to buy a set of 
lectures that wall need revision in a short time, especially 
when he can buy a whole textbook of haimatology, contaimng 
nearlv ev ervthing in this v olume and a lot more, for rather less 
This V olume is to be one of a senes why not publish the others 
m a less expensive form—say, paper back wath plasnc bmdmg 
and vvathout some of the illustrations, none of which, m this 
hamiatology v olume, are really necessary ’ 


Chemical Micromethods m Chmeal Medicme 

R H Wilkinson, m d , assistant chemical pathologist, The 
Hospital for Sick Children, London Oxford Blackwell 
Scientific Publications 1960 Pp 121 40r 

Eaiphasis on imcromethods m chemical pathology has 
mcreased steadily durmg the past twenty years It was 
gradually reahsed that blood-sugar and blood-urea were not 
the only substances that could be measured usmg capillary 
blood and that it was obviously more considerate and convenient 
to take small samples of capillary blood by needle-pnck than 
larger ones from a vem by syrmge It has also become clear 
that small amounts of heparmised blood may yield as much 
plasma as larger amounts of clotted blood can yield serum 
These considerations apply particularly to padiatrics, and m 
this country notable contributions to microchemical methods 
have come from The Hospital for Sick Children, Great 
Ormond Street, and some very important ones from the author 
of this httle book There are only about 100 pages of text, of 
which 10 are taken up by illustrations, not all of them essential 
(a page is used for a photograph of a Van Slyke manometer 
and another for its micro version, and almost a whole page is 
given to a photograph of the eel flame photometer, which has 
been m routme use m virtually all pathology laboratories for * 

many years) Most of the methods for examimng blood m a ' 

padiatric hospital are clearly described (the estimation of ^ 

serum-iron is not among them) Micromethods only are * 

considered, and this excludes many important psdiatnc f 

mvestigauons of urme and faeces 

Principles of Animal Virology (2nd ed New York and 11 
London Acadenuc Press 1960 Pp 490 86s) —^This book, 
edited by Sir Macfarlane Burnet, O M , F R s , is very different y j 
from Burnet" and Stanley’s The Viruses,^ and is much more 
concerned with viruses of men and animals as agents of 1 
disease A particularly interesting aspect is its emphasis 
on the ecology of viruses and on evolutionary aspects of j 
virus development Much of the book is written from a very | 
personal viewpomt, and the references are selective rather 
than comprehensive Nearly half the text of the first edition, 
which appeared five years ago, has been rewritten 

Preventive Medicine and Public Health (4th ed / ■ 
London H K Lewis 1960 Pp 316 27s _6d) —It is no_j 
easy matter in these days to write a uAiversally acceptable j 
student textbook on public health, there is still so much 
diversity of opimon about the legitimate scope of the subject 
and so much variation from school to school in attention , 
given to It Prof Fred Grimdy’s book aims to be an introduc¬ 
tion for students and practitioners and it obviously meets a ' 
want, for it is now in its fourth edition in ten years The book ' 
IS necessarily simple in its approach, and some of its pictures 
could perhaps be shed without much loss, but it does provide 
an outlme of basic principles and for the zealous it offers 
suggestions for further readmg 

Hypnoanalysis (New York Grove Press London John 
Calder 1960 Pp 342 16r 6d)—Dr Lewis R Wolberg’s 

wide experience of hypnosis is well known, and some of his 
wtritmgs have become classics This paperback, which is a 
reprint of a 1945 Grune &. Stratton edition, is devoted to the use 
of hypnotic techmques durmg psychoanalysis, in this case 
Freudian The first 136 pages describe the treatment of one 
pauent, then follows a 21-page “ dynamic formulation” by 
Dr A Kardiner, and in the final 179 pages Dr Wolberg j 

suggests the vinous ways in which hypnosis can be of use in , 

psychoanalytic treatment The case-report is certainly of 
great interest, notwithstandmg the doubt m diagnosis, and 
Dr Wolberg writes bener than most analj sts, but the w ork w ill 
do little to convince the sceptical Practitioners who use either 
of these techmques will find the book interesting, but there 
must be senous reservations about presentmg this new edimm 
to the large lay readership for which it is presumably intended 
1 See Lcrcet, 1959 u, 548 liiJ Oct. 29, 1960, p 961 
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Coming Home and Going Abroad 
On achieiing independence, a Colony naturally wants 
to have all its senices manned by its own people, and 
that IS something to which everj' new nation should look 
forward But commonly the wellbemg and progress of 
Colomes have depended largely on the devoted w’ork of 
admmistraave and professional officers from oierseas, 
and usually these ought to go on wnth that work untd 
there are enough properly qualified mdigenous officers 
to replace them Unfortunately the msecuntj' of a new’ 
regime may lead to an evodus of many of the men and 
women whom the new countrj’ w’lll most need m the 
nest few 5 ’ears The amaenes of a Q\t1 Sen’ant m a 
country likely to become self-govermng are well depicted 
m the white-paper ^ issued last week 
“ the sense of vocation which led him into the 
Pubhc Service in an overseas terntorj’ still remams, but 
he IS beset by uncertamtj as to the extent to which he will 
be able to fulfil it under the new conditions his stams 
m pubhc affairs is changmg and v erj often he and perhaps 
his family also are subject to ffiscomforts stemming 
naturally from a penod of rapid pohucal change, and 
until reassurance is given him on the shape of his future 
he must hve through a period of extreme doubt about the 
jears ahead ” 

To prevent the “ tragic waste of human skills and 
wisdom ” mevitable where a service runs down through 
departure of its key members, the Bnnsh Gov emment, 
as announced last July,- are offermg ten-year agree¬ 
ments to most Colomal temtones by which ffie temtory 
need pay htde more to employ someone from over¬ 
seas than to employ one of its own nationals ^ In respect 
of some 21,000 officers of the Overseas Civil Service 
(appointed by the Colomal Office or the Crowm Agents) 
the Government will be responsible ( 1 ) for the expatna- 
hon or mducement element often added to basic salanes 
to attract overseas candidates, ( 2 ) for the correspondmg 
part of the pension, ( 3 ) for education and children’s 
allowances, (4) for half the cost of leave passages, and (5) 
for half the cost of compensation payable for premature 
retirement While this excellent scheme can be looked on 
as an act of justice towards people who have been 
encouraged to take overseas appomtments under the 
Crown, It is also much more It is an important offer 
of assistance, durmg the transition penod, to temtones 
which may see the advantages of re tainin g expatnate 
officers but might othenvise be unable to keep them 
The cost to Bntam is estimated at between £12 nulhon 
and £16 nulhon a year 

Two years ago at the Bnush Medical Assoaauon’s 

^ ''■ith Overseas Go\eniments Cmnd 1193 H M Statidnerj 

2 ?P, ll -id 

3 1®*® 

^ u ^ ^ made to Isieena (nov, independent), to Sierra Leone 

oe independent next April), to Singapore and to Northern Rhodesia 
and N>-asaland The Bahamas Bermuda, Brunei, and Hong Kong are 
excluded from the scheme. 


conference on overseas appointments,'* one speaker said 
bluntly that if men are expected to go and w ork in the 
Colomal Service, arrangements must be made for them 
when they come back An attractive suggestion w hich is 
firmly turned down m an appendix to the white-paper 
IS that the Civil Services at home and abroad should be 
imified, so that members could expect a full career, if 
not m the Colomes then at home But m point of fact 
the home Civil Service, with an admimstrative staff" of 
less than 2500, can offer comparamely few open- 
mgs to men retummg from abroad, and the vacanaes 
now likely to be offered to such men by other Colomes 
will usually be m a basic grade, and for onlj one or two 
tours of service The creation of a unified service based 
on the Umted Kmgdom would, it is felt, give a false 
impression, because it could create no jobs for w’hich 
members of the Ov erseas Civil Service are not already 
eligible Though some of these will enter the home 
Qvil Service, or the Foreign Service, or may be assigned 
to other countries under techmcal-assistance agreements 
or similar arrangements, they cannot be sure of such 
employment, and for this reason the Colomal Office m 
July, 1957, set up an Overseas Services Resettlement 
Burrau to find them, if need be, alternative posts Of 
1710 appheants the bureau hSs so far found employment 
for over 1000—about 500 of them m the past year The 
Government hope that “ the knowledge that the Bureau 
will be there to assist them when required wiU both 
encourage officers to contmue their overseas service, and 
new reermts to jom it ” 

To the retummg doctor even less than to the 
admmistrator can the Government guarantee a post at 
home, and latterly the difficulty’ of gettmg one has been 
a misfortune both to those who applied and to the pubhc 
which has often been demed their services The Govern¬ 
ment’s own medical estabhshment is small and 
speaahsed, and the Mimstry of Health, even when it 
accepts a moral obhgation to get a pamcular speaahst 
appomted or reappointed to the National Health 
Service, finds regional hospital boards properly reluctant 
to choose anyone other than the best appheant for the 
job If the speaahst has difficulty m estabhshmg himself 
m this country, the difficulty can be even greater for 
general-duty’ officers who, though they may have been 
domg general pracuce at a high level, have usually 
been unable to secure National Health Service practices 
agamst the competition of younger men who have stayed 
here The gloom over our failure to reabsorb so 
many of our able people who have had the courage and 
enterpnse to work abroad was epitomised m the state¬ 
ment of a speaker, two years ago, that he could not see 
how general-duty medical officers retummg from 
Colomal service can fit m anywhere at any level m our 
medical services And this gloom seems as mspissated 
as ever, causmg even the most sangume to speak of this 
problem of medical resettlement as largely msoluble 
But are we not m fact deahng with a hangover rather 
than an mcurable illness ^ If, as Lafitte and Squire ® 
say’, this country is shortly gomg to wake up and find 

4 See 1958 ii Hll 

5 Lafine F, Squire J R ibtd Sept 3, 1960, p 538 
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The Problem of Acute Hypothermia 

Editor P M Starkov Translated from the Russian by R E 
Hammond Editor of English edition E Neil, m d , professor 
of physiology, Middlesex Hospital Medical School Eondon 
Pergamon Press 1960 Pp 329 70r 
This book contains the results of many years research 
in Professor Starkov’s department m Omsk There are twenty- 
eight articles by the fourteen workers concerned, and they are 
all physiological, though the hope is expressed that some of the 
conclusions may be put to practical use The subject titles 
alone make mteresimg reading, for, as might be expected, they 
imply a quite different approach to the physiology of hypo¬ 
thermia from tliat m the Western world, where much of the 
work has been planned pragmatically, accordmg to the needs 
and problems of the operatmg-theatre, and not so much 
concern, perhaps, is felt about the basic differences betiveen 
the body functions at normal temperature and those revealed 
durmg hypothermia Physiologists will therefore welcome the 
results of study on such fundamentals as cold effects on blood- 
flow in limbs and viscera, on the effects of direct cerebral 
coohng, and the use in hypothermia investigation of the values 
accorded by such familiar parameters as those of the heart- 
lung preparation, decerebrate cat, isolated rat uterus, and 
skeletal muscle Behaviour and conditioned reflexes m puppies 
and adult dogs are subjeas of natural mterest to Russian physi¬ 
ologists, and the response of these nervous patterns to hypo¬ 
thermia IS the subject of one of Professor Starkov’s own articles 
The publishers regret that for speed and economy of pro- 
ducuon the text is in typescript photolithography, but the 
quality of the pages is even and good, and the content more than 
makes up for any deficiency The translation is commendably 
clear 

Lectures on Hxmatology 

Editor F J G Hayhoe, m d ,m r c p , department of medicine. 
University of Cambridge London Cambridge University 
Press 1960 Pp 247 60 j 

These lectures were delivered at Cambridge in December, 
1959, at a course for physicians and climcal pathologists 
“ havmg haimatology as one of tlicir mam interests ” Four 
of these lectures will interest any hxmatologist J V Dacie 
gitcs some facts from his unique experience in hxmol}ttic 
anxmia, W M Davidson provides an excellent account of 
iron metabolism and treatment, G Wetherley-Mem describes 
mtcrcstingly and practically what is meant by “ myelopro¬ 
liferative syndromes”, and R M Hardisty makes a gallant 
attempt to bring together in a moderately coherent account 
what we now know about ha.mostatic processes The other 
lectures are good, sometimes very good, reportmg work that 
will be familiar to many hxmatologists R H Girdwood on 
megaloblastic anaimias, George Discombe on transfusion 
hazards, and J C Wlute on hxmoglobm variants summarise 
their alrcad> published work Dr Hayhoe himself draws on 
some pages from lus recent book on leukxmia Richard Doll 
writes on the incidence of leulucmia and the sigmficance of 
environmental factors, DAG Galton on the chemotherapy 
of Icukaimia, G I C Ingram on congenital and acquired 
disorders of blood coagulation, and J F Ackroyd on the 
pathogenesis of purpura HEM Kay brings together a 
useful summary of published results on attempts to use 
marrow transplants in the treatment of leukxmia 

This sort of book falls between two stools the specialist m 
ha.matology will be interested only in the first four lectures 
vve mentioned, the more general phvsician or pathologist witli 
a main interest in hxmatologv wall hardly wish to buy a set of 
lectures lliat will need revision m a short time, cspeaally 
when he can buv a whole textbook of hxmatology, contaming 
nearlv cvcrvahing in tlus volume and a lot more, for rather less 
Tlus V olumc IS to be one of a senes why not publish the others 
in a less expensive form—sav, paper back with plastic bmdmg 
and without some of the illustrations, none of which, m this 
hxmatology volume, are reallv necessary’ 


Chemical Micromcthods in Clinical Medicine 

R H Wilkinson, m d , assistant chemical pathologist. The 
Hospital for Sick Children, London Oxford Blaekvvell 
Scientific Publications 1960 Pp 121 40j 

Emphasis on micromethods m chemical pathology has 
mcreased steadily durmg the past twenty years It was 
gradually reahsed that blood-sugar and blood-urea were not 
the only substances that could be measured using capillary 
blood and that it was obviously more considerate and convenient j 
to take small samples of capillary blood by needle-prick than 
larger ones from a vem by syrmge It has also become clear 
that small amounts of hepanmsed blood may yield as much 
plasma as larger amounts of clotted blood can yield serum 
These considerations apply particularly to pxdiatrics, and m 
this country notable contributions to microchemical methods i 
have come from The Hospital for Sick Children, Great 
Ormond Street, and some very important ones from the author 
of this little book There are only about 100 pages of texx, of 
which 10 are taken up by illustrations, not all of them essential 
(a page is used for a photograph of a Van Slyke manometer 
and another for its micro version, and almost a whole page is 
given to a photograph of the eel flame photometer, which has 
been in rouune use m virtually all pathology laboratories for * 

many years) Most of the methods for examimng blood in a , 

pxdiatric hospital are clearly described (the estimation of 
serum-iron is not among them) Micromethods only are i 
considered, and this excludes many important pxdiatnc f 
mvestigauons of urme and fxces 

j 

Principles of Animal Virology (2nd ed New York and 11 
London Academic Press 1960 Pp 490 86 j ) —^This book, j , 
edited by Sir Macfarlane Burnet, o m , F r s , is very different y j 
from Bumet" and Stanley’s T/ie Viruses,^ and is much more j 
concerned with viruses of men and animals as agents of 
disease A particularly interesting aspect is its emphasis 
on the ecology of viruses and on evolutionary aspects of 
virus development Much of the book is written from a very 
personal viewpoint, and the references are selective rather 
than comprehensive Nearly half the text of the first edition, j 
which appeared five years ago, has been rewritten 

Preventive Medicine and Pubhc Health (4th 
London H K Lewis I960 Pp 316 27r_6d)—Itis 
easy matter in these days to write a uihversally acceptable 
student textbook on public health, there is still so much 
diversity of opinion about the legitimate scope of the subject 
and so much variation from school to school in attention 
given to It Prof Fred Grundy’s book aims to be an introduc¬ 
tion for students and practitioners and it obviously meets a 
want, for it is now in its fourth edition in ten years The book 
is necessarily simple in its approach, and some of its pictures 
could perhaps be shed without much loss, but it does provide 
an outline of basic pnnciples and for the zealous it offers 
suggestions for further reading 

Hypnoanalysis (New York Grove Press London John 
Calder 1960 Pp 342 16 j 6d)—Dr Lewis R Wolberg’s 

wide experience of hypnosis is well known, and some of his 
writings have become classics This paperback, which is a 
reprint of a 1945 Grune &. Stratton edition, is devoted to the use 
of hypnouc techmqucs during psychoanalysis, in this case 
Freudian The first 136 pages describe the treatment of one 
pauent, then follows a 21-page ” dynamic formulation ” by 
Dr A Kardiner, and in ^e final 179 pages Dr Wolberg 
suggests the various ways in which hypnosis can be of use in 
psychoanalytic treatment The case-report is certainly of 
great interest, notwithstanding the doubt in diagnosis, and 
Dr Wolberg writes better than most analysts, but the work win 
do little to convince the sceptical Prartitioncrs who use cither 
of these tcchmqucs will find the book interesting, but there 
must be serious reservations about presenting this new cditiW 
to the large lay readership for w hich it is presumably intended 
1 See Lance:, 1959, ii, 548 ibid Oct 29, 1960, p 961 
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Ckimmg Home and Gomg Abroad 
On achieving independence, a Colony naturally wants 
to have all its services manned by its own people, and 
that IS something to which everj' new nation should look 
forward But commonly the wellbemg and progress of 
Colomes have depended largely on the devoted work of 
admmistranve and professional officers from overseas, 
and usually these ought to go on WTth that work until 
there are enough properly qualified mdigenous officers 
to replace them Unfortunately the msecunty' of a new' 
regune may lead to an exodus of many of the men and 
women whom the new country will most need m the 
next few years The anxieties of a Civil Servant in a 
country' hkely to become self-govemmg are well depicted 
m the white-paper ^ issued last week 
“ the sense of vocation which led him mto the 
Pubhc Service m an overseas territory still remams, but 
he IS beset by uncertamty as to the extent to which he wiU 
be able to fulfil it under the new conditions his status 
m pubhc affairs is changmg and v ery often he and perhaps 
his family also are subject to ffiscomforts stemmmg 
naturally from a period of rapid pohucal change, and 
until reassurance is given him on the shape of his future 
he must hve through a period of extreme doubt about the 
V ears ahead ” 

To prevent the “tragic waste of human skills and 
wisdom ” mevitable where a service runs down through 
departure of its key members, the Bnush Government, 
as announced last July,- are offermg ten-year agree¬ 
ments to most Colomal temtones by which ffie territory 
need pay httle more to employ someone from over¬ 
seas than to employ one of its own nationals ^ In respect 
of some 21,000 officers of the Overseas Civil Service 
(appomted by the Colomal Office or the Crown Agents) 
the Government will be responsible (1) for the expatna- 
tion or mducement element often added to basic salanes 
to attract overseas candidates, (2) for the correspondmg 
part of the pension, (3) for education and children’s 
allowances, (4) for h^ the cost of leave passages, and (5) 
for half the cost of compensation payable for premature 
retirement While this excellent scheme can be looked on 
as an act of justice towards people who have been 
encour^ed to take overseas appomtments under the 
Crown, It IS also much more It is an important offer 
of assistance, dunng the transition period, to temtones 
which may see the advantages of re tainin g expamate 
officers but might otherwise be unable to keep them 
The cost to Bntam is estimated at between £12 milhon 
and £16 milhon a year 

Two years a go at the Bntish Medical Assoaanon’s 

^ mtE Olerseas Go,enmients Cnmd 1193 HM Statn3nei> 

Office Pp 22 1, 3d 

3 Jv*' 28 1960 col 1869 

also be made to Nisena (no^ independent) to Sierra Leone 
^dependent nest April) to Smgapore and to Northern Rhodesia 
and N>*asaland. The Bahamas Bermu^, Brunei and Hong Kong arc 
excluded &om the scheme. 


conference on overseas appomtments,'* one speaker said 
bluntly that if men are expected to go and work m the 
Colomal Serv’ice, arrangements must be made for them 
when they come back An attractive suggestion which is 
firmly turned down m an appendix to the white-paper 
IS that the Civil Services at home and abroad should be 
unified, so that members could expect a full career, if 
not m the Colomes then at home But m pomt of fact 
the home Civil Service, w'lth an admimstrative staff of 
less than 2500, can offer comparatively few' open- 
mgs to men retummg from abroad, and the vacanaes 
now likely to be offered to such men by other Colomes 
W'llI usually be in a basic grade, and for only one or two 
tours of service The creation of a unified service based 
on the Umted Kmgdom would, it is felt, give a false 
impression, because it could create no jobs for which 
members of the Overseas Civil Serv'ice are not already 
eligible Though some of these will enter the home 
Civ'll Serv'ice, or the Foreign Service, or may be assigned 
to other countnes under techmcal-assistance agreements 
or similar arrangements, they cannot be sure of such 
emploj-ment, and for this reason the Colomal Office in 
July, 1957, set up an Overseas Serv'ices Resettlement 
Bureau to find them, if need be, alternative posts Of 
1710 apphcants the bureau has so far found empIo}'ment 
for over 1000—about 500 of them m the past year The 
Govemmenr hope that “ the knowledge that the Bureau 
will be there to assist them w’hen required will both 
encourage officers to contmue their overseas serv'ice, and 
new recrmts to jom it ” 

To the retummg doctor even less than to the 
admimstrator can the Government guarantee a post at 
home, and latterly the difficulty of getung one has been 
a misfortune both to those who apphed and to the pubhc 
which has often been demed their services The Govern¬ 
ment’s own medical estabhshment is small and 
speaahsed, and the Mimstry of Health, even when it 
accepts a moral obhgation to get a particular speaahst 
appomted or reappomted to the National Health 
Service, finds regional hospital boards properly reluctant 
to choose anyone other than the best apphcant for the 
job Ifthe speaahst has difficult}'mestabhshmg himself 
m this country, the difficulty can be even greater for 
general-duty officers who, though they may have been 
domg general practice at a high level, have usually 
been unable to secure National Health Service practices 
agamst the competition of younger men who have stayed 
here The gloom over our failure to reabsorb so 
many of our able people who have had the courage and 
enterpnse to work abroad was epitomised m the state¬ 
ment of a speaker, two years ago, that he could not see 
how general-duty medical officers retummg from 
Colomal service can fit m anywhere at any level m our 
medical services And this gloom seems as mspissated 
as ever, causmg even the most sangmne to speak of this 
problem of medical resettlement as largely insoluble 
But are we not m fact deahng with a hangover rather 
than an mcurable illness ^ If, as Lafitte and Squire ® 
say, this country is shortly gomg to wake up and find 

4 SteLanat 1938 u 1111 

5 Lafitte F Squire J R. ibid Sept. 3, 1960 p 538 
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Itself extremely short of doctors, those who might be 
wilhng to reduce the shortage can take new heart 
Similarly the apparent risks of gomg abroad for a few 
years, on secondment or otherwise, may begm to bulk 
less large in the minds of candidates The Government 
are m favour of secondment from their own services 
here, and propose to have talks with representative 
bodies of employers “ to seek their agreement to releas- 
mg staff on loan ”—paying “ in appropnate cases the 

differential between tlie terms of the overseas appoint¬ 
ment and the local salary ” If there are still semor 
members of the profession who are mchned to discourage 
their jumors from gomg abroad, we hope they will give 
thought to the white-paper’s correct statement that 
service overseas affords “ opportumties to do mterestmg 
work in a new environment, opportumties to exercise 
individual imtiative and responsibihty at an earher 
age than is usual here, opportumties to develop personal 
quahties of self-rehance, leadership and adaptabihty 
arising from the wide vanety of tasks to be undertaken 
opportumties to make an mdividual contribution to the 
development of a new country ” Even more, perhaps, 
we hope they will read the remarkable review of the 
African situation, by Dr H S Gear, which we pubhsh 
this week Though Gear credits colomahsm with having 
given Africa a phase of soaal stabihty with a nsmg 
economy, and recogmses that the main medical contribu¬ 
tion has been, and saU is, made by the ofSaal services, 
he IS concerned mainly with the unofficial aspects of a 
system which hitherto has been continually nourished 
and refreshed from Europe “ Medicme’s true teachers 
and disciples give more to Africa,” he says, “than 
medical care m a hospital or chmc ”, and Western 
medicine should not overlook the need for this broader 
mterpretation of its possible service “ It should gmde 
Africa to create people who are good doctors and nurses, 
but are also prepared to follow fearlessly the pnnciples 
founded over many difficult generations m Europe and 
Amenca ” 


Protein m Hyaline Membrane 
The chief component of the hyahne membrane found 
on histological exammation of the limgs of premature 
infants who have died shortly after birth was once 
beheved to be mspissated matenal denved from the 
ammotic fluid or vemix caseosa, and the term “ vemix 
membrane ” was used for some years ^ It now seems 
that a fundamental disorder of the pulmonary arculation 
plays a part m the formanon of the membrane,^ protem 
bemg extravasated from the pulmonary vessels into the 
neighbourmg aur-spaces and then forced by inspirauon 
mto a membrane lining the walls of these spaces 
While most agree that the bulk of the membrane is 
composed of protem, there is still some difference of 
opinion as to its ongin and nature Lynch ^ ^ imtially 
suggested that the membrane represented a dned and 
concentrated secretion of the respiratory bronchioles and 
alieolar ducts Further work mdicated that the mem- 


1 Farbcr S , Wilson J L Arch Path 1932, 14, 437 

2 See Lancet, 195S u, 945 

3 LinchjM J G , Mclior, L D J Pediat 1955,47,275 

4 LjTich M J G Mellor, L D xbid 1956, 48, 165 


brane mcluded haemoglobin,® but the bulk of it was 
composed of fibrin ® ~ All these investigations reinforced 
the idea that the components of the membrane were 
denved from tlie blood-stream The various cardio¬ 
vascular factors assoaated with hyahne-membrane for¬ 
mation were analysed by Shanklin ® in a senes of 335 
premature infants He foimd that membrane formanon 
was sigmficantly more frequent m assoaanon with 
cardiac malformanon that increased the pulmonary 
blood-flow The stages of the development of the 
pulmonary lesion were thought to be increased pul¬ 
monary blood-flow, left ventricular failure, pulmonary 
oedema, and membrane formanon The possibihty 
that maternal factors may play a part in the presumed 
arculatory disturbance has been mvesngated by Cohen 
et al,® whose work seems to indicate that membrane 
formanon is commoner when the pregnancy has been 
comphcated by toxaemia and especially by antepartum 
hemorrhage From nme to nme it has been claimed 
that the frequency of hyahne membrane is increased m 
infants dehvered by cesarean secnon but Cohen et al 
conclude that any such increase is hmited to pregnancies 
where bleethng has occurred before dehvery 

The composinon of hyahne membrane has been 
mvesngated by Buckingham and Sommers” They 
regard the structure as laminated acellular layers of 
eosmophihc matenal apposed to the walls of dveolar 
ducts, alveoh, and terminal bronchioles Ultraviolet 
microscopy showed that the material closely resembled 
plasma-protein or cell cytoplasm, in addinon, some 
nucleoprotem was thought to be present Membranes 
produced expenmentally by exposure of mice to oxygen 
had a similar composinon The membranes thus seemed 
to compnse cytoplasmic matenal, haemoglobm, poly- 
mensed fibnn, nucleoprotem, and mucoprotein These 
workers were impressed by degeneranve changes in the 
bronchiolar epithehum, which they beheve contribute 
to membrane formanon Hyahne membrane may 
possibly be associated with hypersecrenon of^ alveolar 
linmg substance which raises the quesDon whether 
abnormal autonomic nervous stimulanon enhances its 
formanon, not only by promonng pulmonary oedema 
but also by mcreasmg secretory acnvity m the termmal 
air-passages 

Although highly speciahsed techmques have revealed 
fibrm m hyahne membrane, this does not stam for 
fibnn by ordinary histochemical methods It has been 
shown, however, that a hyahne material is formed 
when certain aad mucopolysacchandes react with 
plasma-protems and the possibihty that a similar 
mechamsm may operate m hyahne-membrane forma¬ 
tion has been mvesngated by Carone and Spector,*® 
who mduced pulmonary oedema m rats by means 


5 Lynch, M J G , Mclior L D , BadRcry, A R liid P 602 

6 GiUin D , Craig J M Pediatrics 1956, 17 64 « t> t 

7 Van Breemcn V L , Ncustein, H B , Bruns, P D Amer j 

1957, 33, 769 

8 Shanklin D R ^rc;j Path 1959, 68 49 

9 Cohen M M , Wemtraub, D H , Lilicnfcld, A M Pediatrics, 1969, 
26, 42 

10 See Lancet, 1960 t, 686 

11 Buckingham, S , Sommers, S C Amer J Dts Child 1960, 99, 216 

12 Paiile, R E Proc Soc B 1958, 148, 217 

13 Walton, K W Brit J Pharmacol 1954, 9, 1 

14 Pappas G D Ross Al H , Thomas L J exp Med 1958 , 107,333 

15 Carone, F A , Spector, W G J Path Bact 1960, 80, 63 
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of a-naphthyl thiourea and then introduced, by 
the endotracheal route, various substances including 
destran sulphate, nasal mucus, mecomum, and con¬ 
centrated ammooc-fluid suspension All these sub¬ 
stances contain and mucopolj'sacchandes, and all 
produced a membrane which had similar tmctonal 
properties to those of the membrane found m the human 
lung and which also failed to stam for fibrm This 
suggests that, if hyahne membrane is mdeed largely com¬ 
posed of fibrm, then this is probably m a polymensed 
form S imil ar membranes were also produced when these 
aad mucopolysaccharides were mtroduced via the 
trachea together with plasma-protem m animals not 
previously given a-naphthjl thiourea 
Even if the membrane is largely composed of fibrm, 
the reason for the cham of events leadmg up to fibrm 
preapitauon m the lungs of some infants but not of 
others still has to be found A possible due is afibrded 
by the work of Liebermak As a result of prehmmary 
studies he postulated that a defiaency of lung plasrruno- 
gen-acavator activity predisposed certam infants to 
h 3 rahne-membrane format!on. It could be objected 
that such a low en 2 yme activity might result from 
exhaustion of supply by the disease process itself^’, 
but any such doubt has been largely settled by 
LtEBER-viAN and Keixogg,^® who have now evolved an 
improved teduuque for measurmg tissue plasmmogen- 
acnvator acuvit} They describe their findmgs m 
specimens obtamed j&om 61 fottuses and newborn 
infants, compnsmg 15 cases of hyahne membrane and 
46 controk All but 2 (4%) of the control senes 
showed plasmmogen-activator activity, and none showed 
any inhibitor acttvity By contrast none of the 15 
membrane cases showed activity when lung cubes were 
examined, but m 2 out of 11 cases homogenised tissue 
showed some activity The remauung 9 cases studied by 
tissue homogemsation showed no activator activuty, and 
m 8 of them evidence of inhibitor activity was found 
These results confirm the previous observation of 
defective plasmmogen-activator activity m association 
With hjahne membrane The inhibitor of the enzyme, 
found m most of the affected lungs, may explam the 
lack of success which has attended the therapeutic use 
of fibnnolytic agents m affected babies In a preliminary 
commumcation m our present issue Dr Fleming and 
his assoaates at the National Naval Medical Center at 
Bethesda report apparent absence of plasnunogen 
activator m the lungs of two men whose hyahne mem¬ 
brane followed "total body irradiation”, and their 
findings m dogs were consistent with the view that 
irradiation produces a potent inhibitor of activation 
Lieberman and Kellogg suggest that, in infants, the 
enzyme defect may be genetically detemuned 


Setnikar et al^® suggested that an alveolar trans¬ 
udate IS an essential part of aniniotic fluid. If this is 
so, a nch source of fibrm is contamed m the foetal lung, 
2 nd, if fibnnolytic activnty is defective or absent. 


16 J Ara EksI J MeJ 1939, 260, 619 

U 'f. 1959 i 123, 

18 Ucbeman J , Kdlogs, F \«r EngJ 3 Med 1960 262, 999 
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fibrm deposits ma> gradually accumulate and form 
mto membranes after the onset of respiration Agam, 
defiaent proteolytic acnvitj m the lung may mterfere 
with the alveolar Immg layer and so affect the surface 
tension m the pulmonary air-spaces Such an mcrease 
m the surface-tension is thought to promote atelectasis 

Although much work is bemg done on hyahne 
membrane, it is abundantly clear that our understandmg 
of Its formation is snll defiaent, and no effective 
remedy is m sight 

Troubled Families 

“ the State’s prmapal dutv is to assist the fairulv m 
carrying out its proper funcnons ’’ 

So say the Ingleb} Committee whose report,^ pubhshed 
last week, gives important and far-reachmg advice on 
means of helpmg dehnquent, disturbed, and negleaed 
children under 17 Unfortunately cause and prev ention 
did not enter mto their terms of reference, but it is clear 
that the committee beheved that the family and the 
relationships therem were the pnmary causes of later 
difficulnes, whatever secondary influences maj sub¬ 
sequently play a part—an emphasis which colours the 
recommendations throughout The parents, as much as 
the disturbed child, need to alter their ways, and the 
committee have wisely regarded the child as a person to 
do things round rather than the patient or sinner to do 
thmgs to 

Set up by the Home Secretarv m 1956, the committee -- 
record that at that tune fallmg delmquency-rates and 
fewer mamtenance and afnli ation orders set a scene 
which, if not rosy, was at least hopeful But smce then 
this trend has been dramatically reversed, so that the 
Ingleby recommendations gam much m significance and 
will be giv en prompt Governmental scrutmy 

Considermg first the ways m which help reaches the 
family, the report notes that mter-semce nvalry has, 
m the past, impaued coordmation and delayed the 
amval of appropnately tramed workers Thus, while 
the committee welcome the help of almost any agency m 
brmgmg troubled famihes and children to notice, diag¬ 
nosis and treatment require tactful handhng and, very 
often, speaal skilk not always found among those who 
concern themselves with the personal affairs of others 
A reorganisation of the various family services is called 
for, with the establishment of an mdependent “ family 
bureau” responsible only to the derk to the locd 
authonty Detailed consideration of local-government 
changes was beyond the committee’s terms of reference 
and they urge further study of this matter, bearmg m 
mmd that differmg local circumstances vvrll call for 
flexibihty m legislation designed to ensure effiaent 
coordmation The report dedares that " there 

20 Avery, M. E. Mead J Airer J Du Chid 1939, 97 517 
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should be a general duty laid upon local authonues 
to prevent or forestall the suffering of children through 
neglect in their homes,” and such authonties should be 
required to submit schemes for Mimsterial approval 
The only bodies, the report goes on, with the power to 
bnng a case before the courts should be the pohce and 
the local authonty—a move, it seems, away from the 
sometimes harmful multiphcity of authorities bearing on 
the family This proposal, which removes such power 
from the National Society for the Prevention of Cruelty 
to Children, is likely to be a contentious one when 
debated m Parhament and elsewhere, but it is in tune 
with the legiumate trend towards professionahsm m 
social work The days of the keen but imtutored amateur 
are passing, and rightly so The reluctance of the com¬ 
mittee to widen “ juvenile liaison schemes ”, run by the 
pohce for cautioned offenders, springs from similar 
judgment 

Tunung to jurisdiction, the committee note the trend, 
over the past century or so, towards separate provision 
under the criminal law for the young and, more and 
more, towards emphasis on the welfare of the child as 
the overriding concern This has led, the committee 
beheve, to mconsistencies The principle of criminal 
responsibihty and punishment for a certain act m a 
juchaal settmg has become uncertainly combined, by 
statute, with the obhgation to serve the child’s best and 
broadest mterests Thus a trivial offence may, when the 
full appalling famdy circumstances become known to 
the court, lead to a seemingly severe and drastic disposal 
Furthermore, the wideiung of the court’s function m 
1908 and 1933 permitted a child to be sent to an approved 
school (a severe pumshment very often) for the non- 
criimnal offences of being “ beyond control ” or in need 
of “ care or protection ” In rethinkmg the place of 
juvemle courts the comimttee concluded cauuously that, 
however much a chdd may seem hkely to benefit from 
interference by the State, compulsory intervention 
should not be applied except for the clearly defined and 
well-known reasons that already obtain The basic 
pattern of courts, too, ivith lay justices still finds favour 
WTth they committee, though they concede some virtues 
to the non-judicial tribunal 

The trend away from cnmmal jurisdiction, however, 
should be urged forward, notably by raising the mim- 
mum age of criminal responsibihty from 8 to 12 years, 
and later perhaps to 13 and 14 Though an important 
change of principle, the practice of the law would not be 
as much affected by this as might be imagined Already 
offending children under 8 may be brought before a 
court and dealt vith as “ beyond control ” the court, 
under these proposals, will certainly not allow children 
to “ get off ”, indeed by the greater thoroughness of the 
procedure, Soact} may expect better protection than 
before Children under 12 would no longer be charged 
with an offence, though if such were estabhshed (under 
the usual rules of eiidcnce) it would count towards 
showing that tlie child was “in need of protection or 
disaphne”—the new form of words empowering the 
court to take action The procedure would be swifter 


(cases would have to be tned within 28 days of detection, 
save m special circumstances) and more hohstic, taking 
m the whole circumstances of the case The pohce and 
local authority would consult before proceedmgs began 
Though retaimng the power to remove a cluld from 
home, the court would do so only when it was sausfied 
that his needs could not be somehow met without such 
action, and it would have the additional options of 
ordering attendance at an attendance centre or study m 
a remand home Fines and detenaon in detention 
centres would be withdrawn, but compensation to a 
maximum of £100 and/or costs could be demanded 
Committal to the care of a “ fit person ” would remain, 
and parent or guardian could be ordered to enter recog- 
msance to exercise proper care and guardianslup The 
court could also order supervision by a probation officer 
or other person for up to 3 years From 12 to 17 years 
procedure would be much as it is now, and the committee 
did not feel that the age-hmit of 17 for juvenile courts 
should be raised, though they wondered whetiier a sort 
of half-way “ youth court ” for ages 17 to 20 or 21 might 
be examined further 

The committee beheve that the court needs to be much 
more active with the parents, summoning the attendance 
of both, bringing home to them their share of responsi¬ 
bihty, and offering support where it is practicable The 
verdict of the court—so often a source of grievance— 
would be explained to them as far as possible Treatment, 
where compulsory, appears as punishment, and the 
committee admit that in practice it is impossible to 
distinguish between them On the other hand, parents 
would no longer have the right to bring children before 
the court as “ beyond control ”, though appeal to the 
local authority might sometimes have the same effect if 
no other solution could be found Here, however, 
parents would not appear in the role of prosecutor, and 
the need for them to make damaging and rejecting 
statements towards the child in pubhc would be 
reduced 

The greater part (some 400 out of 550 paragraphs) of 
the report is a review of adrmmstrauve detail arising 
pardy from this survey and related to courts, sentences, 
and corrective institutions Few of the numerous 
recommendations wiU be disputed, nor are many of wide 
mterest, important though they arc Thus, an adequate 
course of traming is recommended for all juvemle-court 
magistrates, who should usually be lay people, appointed 
between about 30 and 40 and retirmg at 65 Better 
court-room accommodation for the children is needed, 
and the report calls for removal of all legal obstacles to 
accelerate the disposal of cases involving child witnesses, 
plus closer haison w’lth adult courts where necessar)’ 
The committee approved the attendance-centre prin¬ 
ciple sulficicndy to want to lower the mimmum age to 
10 and to widen the categories of offenders treated 
there For detention centres, however, a uniforni 
3 -month sentence should take the place of the present 
shdmg scale between 1 month and 6 (for under 1/5 
only), and the committee are surely right m pressing for 
compulsory aftercare for a further 6 or 12 months 
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Approved schools are left much as they are, with a feu 
hopeful f^lls for mter-school staff discussions and better 
psj chiatnc faahnes, staff, and aftercare Recent months 
have made it clear that all is far from uell among the 
approved schools, but from present knowledge it is 
hard to see how the committee could go further than 
the} have, timid though their recommendations seem 
Fmall}, the committee want to extend somewhat the 
prosecution of cruel parents (to take m mental suffermg 
short of actual derangement) and to mcrease the penalties 
to £100 or 6 months’ impnsonment or both, though at the 
same time full use should be made of residential trainmg 
and soaal aid 

In sum, these proposals do not seem to conflict with 
any of the many other Governmental reflections of 
recent 5ears, and thej all have it m common that the 
big problem m reahsmg them is shortage of staff and 
money (We have now heard frnm so man} com¬ 
mittees that a “ survey of reports ” might help to place 


the future of our soaal services m comprehensive 
perspectiv e) There is httle of d}'namite m the Ingleby 
recommendanons Juvenile-court orgamsanon, m 
particular, has been left largely alone, to the disappomt- 
ment, imdoubtedl}, of many But the committee have 
reached a qmte surpnsmg degree of unaninuty after 
their 4-} ear pilgrimage, and few' who adv ocate sw eepmg 
changes have giv en such careful thought to the imphca- 
tions These proposals, m the present state of thera¬ 
peutic knowledge, are probably as far as w e should go and 
must can}' an excellent chance of early Parhamentary 
acceptance Coming when voluntary acceptance 
of child and family gmdance services is spread- 
mg and when compulsor}' treatment for “psycho¬ 
paths ” IS becommg possible imder the National Health 
Service we have now the foundauons of an excellent 
serv'ice for children The w'lsdom of this report cannot 
be m doubt, and the sooner it all happens, the better it 
will be for ev er} one 


Annotations 


SOCRATES IN HARLEY STREET 

Some two jears ago, m a week when medical educauon 
was bemg considered at a formal conference in London, 
we prmted a less orthodox discussion of the same problems 
in out peripatetic columns It began 

Alobiades Tell me, Socrates, how can we be sure that 
our donors are w ell trained 

' Socrates Do you think it nght, Alabiades, that we 

should say of a puddmg that it is good or bad ’ 

Alobiades Certainly, Socrates 

Socrates It must be possible then to distmguish a good 
puddmg from a bad one ? 

This learned ballon d’essai pleased readers, author and 
' editor Socrates was offered a column of his own, and 

; throughout 1959 under the headmg of “ Dialogues of 

Today ” he and his disaples debated m our columns some 
of the social and moral uncertamues of medicme and 
humamty, of our time and all times Because the dia¬ 
logues deal with problems which belong not onli to 
’ medicme and not only to this countrv, we have reprinted 
C, them as a small book (with paper covers)^ for the con- 
- sideration of all who en)oy a good argument 

The dialogues range fixim birth control to death 
/ control, from ways of consututmg a committee to the 
^ reasons for consututmg a college, from the atomic bomb 
y to less final methods of retirement But if the matter is 
senous the manner is never heavy No dogmauc con- 
^ elusions are offered and the reader is left to conunue the 
-■ vvith his own friends—and perhaps with himself 

3 ^ The anonymous author admits that he has chosen the 
conv ersauonal form wnth prov'oeauve mtent His mtro- 
'? ductory quotauon, borrowed from David Hume, another 
wnter of dialogues, desenbes dialogue wntmg as pecu- 
^ harly suitable for a topic which is obvious but important 
r tme which is so obscure and uncertain that the 

^ human reason can reach no fixed detennmauon with regard 

to It “ Reasonable men,” Hume adds, “ may be allowed 
^ differ, where no one can reasonably be posiuve Oppo- 

1 on the Health Service 1960 London The Lancet Ltd. 

? ^ rcS , Obtamahlc from The Lascei 7 Adam Street London, 

» C.2 (postage 5d) 


Site sentiments, even without any deasion, afford an 
agreeable amusement ” We hope that all our reasonable 
readers wdl find agreeable amusement with Socrates 

CHOLESTATIC VIRAL HEPATITIS 
Ev'EN before the 1939-45 war it was recognised that a 
varying but small proporuon of cases of epidemic viral 
hepauus differed from typical cases in the difficultv with 
which they could be distinguished from cases of extra- 
hepanc bihary obstrucuon ^ Histologically the hver in 
such cases was charaaensed by the extreme mildness of 
the parenchvmal lesions and their restneted focal distnbu- 
Uon, the conspicuous features were mulnple intralobular 
plugs of bile and moderate to severe mfiltranon of the 
portal tracts with both mononuclear cells and poly¬ 
morphs Hitheno deviauon from the more usual pattern 
of the disease has not been satisfactonlv explamed 
Dubm et al on the basis of their experience at a U S 
Armv Hospital m the years 1951-53, suggest that the 
cholestatic form of hepauus may be due to a vanant of the 
usual virus Their clmical material comprised 93 cases of 
viral hepabus m which biopsy' of the hver was under¬ 
taken withm twenty-one day's of the onset of jaundice 
By means of clearly defined criteria these cases were 
classified into four types Ty'pe A showed the diffuse 
necrosis with very shght bile stasis that is typical of 
classical viral hepauus Type B was similar, but mtra- 
lobular plugs of bile mdicated some added cholestasis 
Type C was characterised by focal distnbuuon of the 
parenchyTnal lesions and predommance of cholestasis In 
type D parenchymal necrosis was neghgifale, the changes 
consisting almost entirely m bile stasis and cellular 
infiluauon of the portal tracts Pauents with lesions of 
types A or B were regarded as havmg classical viral 
hepauus, and those with lesions of types C or D as 
having the cholestanc form When the cases were 
classified mto serum hepauus and mfecuve hepauus 
accordmg to whether or not the pauent had received a 
transfusion of blood or blood product in the six months 
preceding The appearance of jaundice, correlauons 
appeared between serum hepauus and the dassical picture 

1 Eppinger, E Die Leberkrankheitccu Viezma 1937 
^ ^ ® ^ LeGolvaa,P C Murph>,L C Amer J 
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and between infective hepatitis and the cholestanc form 
This, however, was contrary to the results of all previous 
studies, and further analysis showed that the more 
probable correlation was between the variety of the 
disease and the area where it was contracted Thus of tlie 
36 patients with serum hepatitis, of whom only 5 belonged 
to the cholestatic group, 30 had been transferred with 
their disease from the Far East, whereas of the 54 patients 
with mfective hepatitis, of whom 21 belonged to the 
cholestatic group, only 8 were from the Far East and 
46 were of local origin All 21 cases of cholestatic 
hepatms occurred among the 46 local cases of infective 
hepatius which suggests that the local epidemic virus 
had a remarkable predilection for mducing the cholestauc 
form of the disease Since no other factors, such as 
exposure to drugs or toxins, were apparently responsible 
for this distnbuuon of the cholestauc form, Dubin et al 
feel justified in attribuung it to some special property 
of the virus The even higher incidence of this form m 
the epidemic in Dellu described by Smetana “ can be 
token as evidence of widespread distribution of this 
variant of the infecuve-hepauus virus 


THE GENE 

In a British Association Granada lecture dehvered in 
London on Sept 27, Dr G W Beadle, professor of biol¬ 
ogy at the Cahforma Institute of Technology, surveyed 
mechanisms of heredity There seems to be no doubt that 
It is the cell nucleus that contains the primary hereditary 
message, the gene being the simplest unit of biological 
instruction, and some 10^-10“ of them being necessarily 
present in every human egg The only nuclear consutuents 
of sufficient complexity to carry such a message are the 
proteins (linear polymers of some 20 different ammo- 
acids) and the desoxyribonucleic acids (d N A ) (hnear 
polymers of only 4 different nucleotides) Evidence 
favouring D N A as the carrier arose initially from the 
demonstration that bacterial transforming factors (which 
cause a typical inherited change in some pneumococci) 
were composed almost entirely of d n A but perhaps the 
most direct proof came from a study of a bacterial virus 
with inheritance characterisucs known to be particulate 
These bacteriophages consist of a protein coat surroundmg 
a core of D n A , and electron microscopy had suggested 
that the protein coat did not enter the cell during the 
process of infection The protein coat was therefore 
labelled with ’^N and the d N A with ’ P, and it was 
conclusively shown that only the D N A entered the cell 
Thus since these viruses have genes, and since only viral 
D N A entered, the viral genes must be d N A 

The double-stranded D N A molecule,^ where the 
sequence of nucleotide units in one strand automatically 
determines the complementary sequence of its partner, 
gave a clear indication of how accurate repheauon could 
occur protaded that sufficient energy was available to 
separate tlie ttvo strands by some sort of untwisting 
process' There is certamly enough D N A in a smgle 
human egg to carr> all the rcqmred informauon, for about 
10’“ nucleotide umts exist in the 46 chromosomes of the 
feruliscd egg (ignonng the sex chromosomes), and such a 
number is probably sufficient to encode the contents of 
some 500 large books 

r^metina, I Hepatitis Eronticrs Boston 1957 
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The gene, then, can be thought of as a segment of the 
D N A cham, perhaps some 1000 nucleoude pairs in size, 
and the process whereby such a gene may direct the 
synthesis of an enzyme involves transferring the code to 
ribonucleic acid (r N A ) (known to be associated with the 
cliromosomes at certain times) by some kind of template 
system The nuclear R N A then passes to the cytoplasm, 
where it becomes incorporated into the microsomes 
Special segments of this R N A bind and activate specific 
ammoacids, wluch arc thereby held in the correct order for 
the synthesis of the particular enzyme This type of syn- 
tliesis probably occurs only when the enzyme substrate is 
present—so providing a necessary control to prevent every 
cell from undertaking all possible syntheses In tlus way 
differentiation may be controlled by environment A clear 
example of such genetic control of enzyme synthesis is the 
inlierited condition of galactosxmia, where the patient 
wholly lacks the enzyme which changes galactose into a 
usable form 

Mutauons can be thought of as alterauons of tlie 
sequence of nucleotides in the gemc D N A either 
chemically (for example, mtrous acid changes D N A amino 
groups into hydroxyl groups and so upsets the hydrogen 
bonding on wluch accurate rephcation is thought to depend) 
or spontaneously under the influence of natural radiauons 
Only occasionally, however, does such a mutation lead to 
an organism of increased reproductive fitness and so to a 
permanent evoluuonary change 

Professor Beadle ended by suggesting that paths now 
seem open, beginning with a universe of hydrogen, to an 
evolution through other elements, simple inorgamc and 
then organic compounds, then through more complex 
organic systems to polynucleoudcs and proteins, the 
simple virus-hke molecules, simple cellular systems, and 
finally to man lumself 


FROZEN BLOOD FOR TRANSFUSION 


The Cohn fractionator' is designed to separate 
mdividual half-htrc umts of blood into the component 
parts—red cells, platelets, and plasma—and to wash the 
red cells free from plasma It consists of a bowl centrifuge 
whose temperature can be kept constant, and whose bowl 
and associated containers can be sterilised Haynes et al 
have been usmg this machine for the long-term preserva¬ 
tion of blood for transfusion The cells are washed with 
solutions contaimng up to 50% glycerm, then frozen at 
— 80°C or — 120°C, and after storage for 1 to 44 months 
thawed, dcglycerimsed, and reconstituted witli an appro¬ 
priate diluent According to reqmrements, the cells can 
be resuspended in sahne, their own serum which has 
also been frozen, or 5% human albumin in an isotonic 
salt soluuon, to which can be added, as needed, buffers, 
globulm fracuons, or components of clotung systems Of 
the red cells taken from the donor, 82% reach therecipicntj 
and these seem to survive in his circulation as long as 
fresh cells Results have been so sausfactory that this 
frozen and reconstituted blood has been m routine use 
at the U S Naval Hospital in Chelsea, Mass, for more 
than a year So far over 1000 units have been admmistcrcd 
without trouble, Haynes et al remark that febrile reactions 
have been remarkably few, and hepatius has been absent 
The cost of these benefits is considerable Rough 
cosUng suggests a figure of about £6 per i^t, excluding 
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buildmg and heanng, and a team of sis is orkers using tis o 
fcacnonators can process onlv 200 umts montWv Manv 
London hospitals, dealing vath 15,000-20,000 mpanents 
a year, may need over 500 umts of blood m a month 
This would call for five fractionators and a team of 
twelve or fifteen, besides the esistmg Stas’ of ttvo tech- 
moans and a part-time doctor The cost of each bottle 
of blooa for transfusion would nse from the present 
£l 25-1 5 to somethmg like £6-7 Further, such hospitals 
use blood chieflv to treat unexpected hamorrhage, 
relanvelv hnle blood is used for elective surgeiy or for 
the treatment of anaerma, so a large supph of fresh, or 
already reconstituted, blood would hate to be kept on 
hand Now that the madence of post-transfusional 
hepauns has been reduced to 1 m about SOO transfusions, 
there seems to be httle pomt m pronding this expensive 
equipment for mdindual hospitals 
On the other hand, there mat be a case for setting up a 
few processmg umts for blood of unusual groups \ ery 
rare red cells such as -D-, could be reserved against need, 
and a moderate stock of blood of the less common groups 
which mav be needed for extracorporeal circulations could 
be established In the past few months, because mant 
regular donors have been on hohday, there has been a 
shortage of blood of aU kmds,’ which fortunatelv has lea to 
not h i ng more senous than the postponement of elecnve 
operauons for a week or two, it might be possible to 
store blood collected m the autumn, winter, and spring 
against the needs of the summer But such a project 
13 bound to be expensive, and it is doubtful whether it 
would produce more benefits rhap would half the monev 
spent on some thin g else 


SHINGLES AND CHICKENPOX 


^esselhoeft,' m delivering the sixteenth Charles Value 
Chapm oration, took the opportimiti to review past and 
present ideas about the nature of chickenpox and shingles, 
2nd gathered into a valuable bibhography accounts of 
espenments and observations from many sources Those 
who thought that 'WeUer and Coons ^ ® m the laboratory, 
2 nd Hope-Simpson' m the field, had convinced the 
medical profession of the umtary nature of vanceUa, 
however contracted, may be disappomted by the note of 
2gaosucism on which he ended his address 
The journals tend to give more space to rare than to 
common etents, and this predominance mav disturb the 
balance of a comprehensive review Rare occurrences 
8re informative and must not be dismissed, but, still less, 
common pattern of behaviour of a disease should not 
02 overlooked There is a real danger of missmg the 
■wood for the trees, egiecially rare trees 
The common relauon between shingles and chickenpox 
as follows Both can cause chickenpox m susceptible 
contacts, though the risk of thns happening after contact 
■'tifh shu^es IS less than a third of its happening after 
^ntact With chickenpox. In either case the resultant 
msfiase is, faj' clmical, epidemiological, and virological 
catena, ordinary duckenpox On the oier hand, neither 
chickenpox nor shmgles gives nse to an attack of shingles 
m contacux, whatever their previous historv of either 
^6ase This is the usual pattern shorn of tare exceptions. 
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and It detennmes the epidemiological behaviour found m 
pracnce—nameh, that chickenpox appears m epidemics 
when aggregations of susceptible persons are effectively 
exposed to cases of chickenpox or shmgles, but that 
shmgles does not itself appear m epidemics and is 
mdependent of epidemics of chickenpox 

For the “ dualist ” who holds that there is a distmction 
between ordinarv and zoster-mduced rancella there is a 
dtfficultc that seems neter to have been adequately 
considered How far backwards must the antecedents 
of a case of chickenpox be traced before it can with 
certainrc be classified as “ ordmarv ” and not “ zoster- 
mduced ’ ’ Are ten generations of ancestry to be 
considered adequate evidence, or a hundred or a 
thousand^ One obsener traced back an outbreak for 
tweh e months and classed it as “ ordinarv varicella ” 
Had he, by pusbmg the inquiry still ftirtber mto the past, 
found that the outbreak m fact stemmed fixim an onginal 
case of shmgles, he would have been compelled to 
reclassifv it as one of “ zoster-mduced x anceUa ” Except 
m remote areas it is seldom possible to back-track m this 
wav with an\ certitude, and, m such remote regions, 
outbreaks are commonlx found to stem either from a 
local case of shmgles or from a case of chickenpox 
imported from more crowded areas where frinher 
mvestiganon of the hneage of the virus is difiicult On 
all the evidence, it should surelv be conceded that there 
IS onlv one chickenpox, which can be caught either from 
another case of chickenpox or from a case of shmgles 

Much remains to be understood, foremost the nature 
of shmgles itself If, as seems likely, it is due to the 
reactivacion of latent chickenpox virus, where m the 
bodv IS the latent remnant ’ Do all who have had chicken- 
pox depend upon the survival of this latent brood for the 
preservauon of their immunity ’ How is the svmbiosis 
disturbed so that a harmony of mavbe fifty tears breaks 
down, the eruption develops m a dermatome, and 
infecaous chickenpox virus escapes mto the environment ’ 
On questions such as these hght may be shed bv the more 
unusual happenmgs, the anomahes and exceptions to the 
common pattern described above The least uncommon 
anomaly is the occurrence, usually m children, of a 
zoster during a pnmarx attack of chickenpox—an apparent 
excepuon to the rule that contact with chickenpox does 
not give nse to shmgles Much rarer are those cases m 
which shmgles in an adult appears to have been caused 
by contact with another case of shmgles or a case of 
chickenpox. How tmcommon this is was shown by a 
prospecuve study of thousands of contacts of cases of 
chickenpox and shingles of whom not one developed 
shmgles Nevertheless cases have occasionaUv been 
recorded m circumstances that make them \ ery unlikely 
to be fbrtmtous Agam there are a few records of attacks 
of zoster-mduced vanceUa failing to protect against 
subsequent exposure to chickenpox All such riities 
must find their explanation m a more complete imder- 
standmg of the two diseases, but m the meantime thev 
should not be allowed to obscure the picture which is 
alieadv emergmg 

Even if some laboratory refinement should m the future 
discover a recogmsable pecuhantv of virus newly released 
by an attack of shmgles from its mtracellular confinement, 
the mterestmg observanon would no more disturb the 
snological picture than a similar findmg m spirochstes 
from late cases of syrphihs would unsettle our present 
conception of that disease 
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Africa south of the Sahara forms a umt of countries 
with many common features Because of early remoteness, 
chmate, and disease, it was until lately isolated from 
Europe, and so lacks wntten history Its peoples—Bantu, 
Negro, Hamite—have many common physical and social 
characteristics It is the Africa of the tropics and semi- 
tropics, with desert, jungle, heat, and sun obtrusive -It 
has been the region of the world most affected by 
European colomahsm It has had an evil name because 
of the men, especially those coming from temperate lands, 
who have been killed or disabled by its sicknesses 

European influences were first brought to the contment 
by explorers, missionaries, traders, and prospectors In 
the 19th century the Colomal Powers, scrambhng after 
them, launched tribal Africa into the Western way of hfe, 
and brought it preapitately mto the material and techno¬ 
logical world created by the Industrial Revolution 
Through the colomal agents of this world phenomenon, 
Africa was m time largely freed from the bhght of tribal 
massacres, slavery, starvation, and epideimc disease 
Today Africa is impatiently graspmg the outward forms 
of sovereignty More than half her peoples will achieve 
pohtical mdependence this year, and before the decade 
IS well advanced the rest will almost certainly have 
followed Colomahsm will then have vamshed and new, 
and largely mexpenenced. States will be strugghng with 
the daunung social problems of emergmg millions This 
fact, partly pohucal though it may be, directly affects 
the future of medicine m Africa 

The astomshmg reduction m the amount of disease 
durmg the past 60 years has been possible because 
colomahsm gave Africa a phase of social stabihty with a 
nsmg economy, and the whole paraphernaha of good 
central and local avil admimstration Western medicine 
had then its opportumty to prevent and cure disease 
“ en masse ” 

Western ideas have moulded the form mediane has 
taken both m sovereign countnes like the Umon of South 
Afnca and the Federauon of Rhodesia and Nyasaland, 
as well as m the Colomal territories of Belgium, France, 
Portugal, and the Umted Kingdom In this medicme 
there has been a sigmficant place for the medical mission¬ 
ary, the private practitioner, the medical professional 
assoaation, the autonomous umversity with its medical 
school, and the pubhc but unofficial research msotution 
It has been a medical system constantly nourished and 
refreshed from the European home countries 
But, though this European form of medicme has 
given a place to the non-govemmental and the non- 
official, most medicme m Afnca has a strong offiaal 
character The hospital and chmc services of South 
Africa and the Federation and the general Colomal 
Semces, despite their Western ongm, are largely offiaal 
and depend on Government funds for providmg free or 
subsidised services 

If the futur e held no other obstacles, the offiaal 

•Based on a lecture dclnered under the auspices of the Insututc 
for the Studj of Man m Africa, Johannesburg, on June 14, I960 


nature of most of the developing African medical systems 
would create difficulues enough This official bias wiU 
be continued by most forms of external aid It makes 
uneasy those who would like to see the individual doctor 
and the non-offiaal orgamsauon claim a worthy place 

Medicine, m a full sense, today only achieves results 
if there is an adequate commumty with law and order, 
effiaent avil admimstration, good commumcadons, and 
a sound economy In other words the good health of a 
commumty needs not only good doctors, but also well-run 
ades, villages, and country districts with suffiaent food, 
pure water, efficient waste-disposal, proper housmg, and 
all the other advantages of good government Inevitably 
the changing pohdeal and social scene m Africa will alter 
the future of medical and other pubhc services 

UNITED NATIONS AID 

The New Africa is being moulded by external as well as 
internal forces The most important sdmulus comes from 
the Umted Nadons faimly, with the World Health 
Orgamsadon as the agent responsible for health and 
medicme It is perhaps not fully reahsed how great a 
change is bemg wrought by the Umted Nadons agenaes, 
even though they are intergovernmental and not super- 
governmental orgamsadons 

Delegates from African States appear in ever-growing 
numbers m the councils of the world and many already 
have been effeedve office-bearers African regional and 
other offices already represent the U N Economic Com¬ 
mission for Africa, the UN Techmeal Assistance 
Admimstradon, the Food and Agriculture Orgamsauon, 
the World Health Orgamsadon, and the U N Children’s 
Fund Most of these directly or mdirectly affect health 
programmes, and as a group are not msigmficant m power 
and resources 

A stream of people—consultants, technical experts, 
advisers, and others—are bemg directed by the UN i 
group mto Africa Another stream flows out carrying 
delegates, committee representadves, and postgraduate 
fellows and students 

People movmg m and out of Africa as part of its tech- \ 

meal and saendfic evoludon are not a novelty But there j 

IS somethmg very different about the flow sponsored by j 
the Umted Nadons faimly The volume is more impres¬ 
sive and It IS directed to and from many more countries 
U N consultants and techmeal experts now working m 
Africa come not only from the Umted Kingdom, France, 
and the other colomal countries, but from North and 
South America, the whole of Europe, and several Asian 
countries The Africans travelhng overseas for expenence ; 
and traimng also visit a much wider range of countnes 

The techmeal aid m medical fields is massive It is ; 
gladly accepted by the new African States without the \ 
imdue sensidvity they someumes show to aid offered bj 
mdividual foreign Governments As a result, the organ- 
isadon of hospital services and chmes, and the training 
of doctors, nurses, and other staffs have been speeded up 

A fundamental prmciple m this form of external 
techmeal aid is to be noted Smee the Umted Nations 
system is offiaal and mtergovemmental, it works through 
national governmental services It is thus a force which 
quite properly creates and strengthens offiaal and 
governmental services m the countries it helps B 
supporting offiaaldom everywhere, and will increasingly 
do so m the future African medical and other services j 
This is satisfactory provided non-govemmental organ- I 
isations and arrangements are not neglected i 
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OTHER INTERGOVERNMENTAL ARRANGEMENTS 

The passing of direct colonial control and the arrival 
of Umted Nations technical aid do not mean that the 
Colonial Powers have given up all responsibihty for 
emerging Africa They are helping in the development 
of such thmgs as general adnumstrative services, umver- 
sines, hospitals, rural chmcs, research insatutions, 
water-supphes, and roads Their hope is that if the new 
countries have sound pubhc services the transfer of 
authority to peoples who, though pohtically acDve, are 
on the whole admmistratively and techmcally inexpen- 
enced will be smoother 

It IS not only the old Colomal countries which are 
eager to help the New Africa The Umon of South Africa 
has often and offiaaUy stated that it wishes to draw on its 
own nch techmcal resources to help the rest of Afnca 
Such help has already been given in many ways 
Several South African scientists have visited other African 
countnes, some have served as consultants, a few students 
&om other temtones have been trained m the Witwatersrand, 
Cape Town, and Durban Umversmes and medical schools, 
some research teams have worked on general Afncan problems, 
and the South Afncan Insutute for Medical Research is used 
by many medical services as far away as the Sahara It is also 
part of several mtemauonal scientific networks—e g , m virus 
diseases, spirochsetal infecnons, bilharziasis, malana, and so on 
However, it is doubtful if South Africa yet plays a part 
proportionate to her techmcal resources Compared 
with the many saenusts and doctors workmg m the 
New Africa who have come from Britam, France, and 
other European countries, or with the hundreds of under¬ 
graduate and postgraduate Afncan students who flock to 
other medical centres. South Africa seems mactive Yet 
unless she vigorously develops this two-way exchange 
of medical saentists and students, her own medicme and 
saence may langmsh as an mtemational or Afncan force 
A more recent feature of mtergovernmental techmcal 
Bid to Africa IS the bilateral governmental system Its 
; first great advocate was the Umted States of Amenca, and 
Africa has benefited hberally Amencan medical missions 
' are important now m many Afncan states, and there is 
‘ a steady stream of Afncan students to the great medical 
and pubhe-health schools of the Umted States She is 
' I'Cen, too, to cooperate with local groups m research mto 
j the many tropical and other diseases which are still 
' difficult to control or treat such as bflharziasis, mal- 
jl nutrition, and many parasitic conditions 
I But the Amencan bilateral programmes are havmg 
t. Bume unexpected imitators The Commumst countnes 
^ are already at work m many fields, mcludmg medicme, 
^ and It IS probable that the Chmese will also jom m sending 
i t^ahmcal experts and attractmg fellows and students from 
, the Afncan States 

f non-governmental influences 

I The pioneers of Western medicme m Afnca, as else- 
^ where, were not officials but private doctors, and the 
j medical missionary was the pioneer of the pioneers For 
^ a hundred years these courageous and selfless people have 
'y among the great medical and social hberators of 

Their work, generous and mdependent, goes on 
,(■ today It is perhaps agam cntical If tolerated m the new 
h countries, these soaeUes could be a valuable mstrument 
continiung the spint and practice of personal and non- 
official medicme of the best type 
/ It was earher mevitable, m tropical and tribal Africa, 
I lor the Colomal Powers to break the shackles of epidemic 
and endemic disease by mtroducmg modem medicme 


through official services So, with the important 
exceptions of the larger European commumties, the 
private doctor has not been a force 

Again, with the excepDon of South Afnca and 
Southern Rhodesia, medical and nursing professional 
associauons have had an insigmficant mfluence on medical 
and health pohcies m Africa compared with the part they 
have played m Europe and Amenca The professions are 
generally a sound influence on official mmistries, for 
m considenng national health problems they usually hold 
more than a narrow professional view They contnbute 
wisdom and expenence and usually add to the matunty 
of the commumty It is, therefore, unfortimate that 
strong professional associauons with a backbone of 
mdependent doctors seem unhkely to develop m the 
newer African Slates 

Yet, paradoxically, one of the dangers threaterung 
medicme m Africa is the private doctor who abandons the 
ethical code of his profession The charlatan m Afnca is 
already playmg on the creduhty of the naive and superso- 
Dous He may be witch-doctor, masqueradmg doctor, or 
qualified practiDoner prostituting his calhng The new 
States, therefore, have a clear responsibihty to protect 
their people from exploitauon But the State will not 
succeed m this aim vvithout a medical profession of the 
highest mtegnty keen to keep its own house m order 
Industry has also contnbuted to Afncan medicme 
Most large mdustnal orgamsauons have acknowledged 
their obhgaaon to protect the health of their commumties 
In the gold, copper, and tradmg mdustnes of South 
Africa, the Rhodesias, the Congo, and West Africa 
hundreds of thousands of workers are given health and 
good physique and leam much about keepmg themselves 
fit durmg the years of their employment Much of this 
knowledge diffuses mto the kraals and villages Hence the 
position of mdustry m the new States is of concern to 
medicme If they accept that private mdustry can 
contnbute to the economy, this will open a useful 
opportumty for non-govemmental medicme 
Another non-govemmental agent which could do 
immeasurable good for medicme m the New Afnca is the 
large philanthropic or pubhc Foundation In Africa the 
Rockefeller and other Amencan foundations have been 
jomed by the Nuffield Foimdauon, whose support for 
the estabhshment of a vigorous and modem medical school 
m Sahsbury is hkely to be one of the germmal events m 
Central African medicme As Afnca changes from 
colomahsm, the great Foundanons, both Amencan and 
Bnush, will have an opportumty of service greater than 
m the past They are altrmstic, objective, generous, and 
free of pohucs and bureaucracy They thus can balance 
the help commg to Afnca from the mtergovernmental 
agencies—multilateral or bilateral—^with the best type of 
non-govemmental support It will be unfortimate if the 
new States are unwillmg to mvite the Foundations to 
help m the large new medical, techmcal, and social 
programmes for which they wiU soon be responsible 
A final example of non-govemmental health and 
medicme is the voluntary orgamsauon In South Africa 
and the Rhodesias, and to a lesser extent m the Colomal 
Temtones, such bodies have been valuable, and it is to be 
hoped that the New Afnca will encourage the work of 
voluntary groups, pamcularly m child and maternal 
health, first-aid, acadent prevention, and social welfare 
But many circumstances are agamst them, especially 
if the new States loosen their Western relationships 
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SOCIAL TRANSFORMATION 

The New Africa to which medicine must adjust itself 
IS as much a product of social, includmg economic 
change as of the more obvious pohtical movements 
These social changes—m such thmgs as education, 
economy, agriculture, mdustry, science, and commumca- 
tions, and m rehgion—have been accelerated by the results 
of Western mediane The reduction of pesDlence, as 
much as the control of famme and tribal warfare and the 
abohtion of slavery, launched the African social revoluaon 
Now, along with the present pohtical and nationahsac 
movements, these social forces are mfluencing the future 
settmg for African health and mediane Indeed the 
replacement of the social customs of tribal Africa, by 
something modelled on, or influenced by, external ideas 
and examples, is happemng too rapidly for medicine and 
the other social services to keep pace Even if these social 
forces are not diverted or delayed by pohncal troubles, 
medicine in the New Africa will still have to face problems 
very different from the old 

One IS already ommous—the growth of population 
Released from the old checks of slavery, starvation, 
tnbal war, and preventable disease, the annual rate of 
increase in some terntories is already 3% People are 
migrating into the towns and factories, and large urban 
and industrial populations may place an imbearable 
demand on pubhc, including medical, services The 
witch-doctor is no longer supreme Old fears have gone, 
so that hospitals and chmcs are bemg swamped, and over¬ 
worked doctors and nurses are driven to exhaustion 
Africa, like most other developmg countries, has too many 
ugly and squahd towns and villages, and yet their 
inhabitants increase relentlessly to make slums more 
depressing and dangerous Only watchful samtary 
admimstration and good fortune seem to explam the 
relative absence hitherto of serious disease 

Another feature of the soaal transformation of 
importance to the medical reformer is the growmg 
emancipation of the African women In much of Bantu 
society women sull lack freedom and are only slowly 
traming as midwives, nurses, health visitors, or teachers 
Sufficiently educated girls are deplorably few to meet 
the urgent demands of nursmg and teachmg 

CHANGING PATTERN OF DISEASE AND DISABILITY 

Africa’s reputation has not yet recovered from the 
casualties among those who m earher days came to 
explore, trade, or fight Portuguese nussions defeated 
by fever, Mungo Park’s expedition endmg m disaster, 
Dutch, Damsh, French, and British trading-posts on the 
West and East coasts enlargmg their cemetenes daily, 
the decimation by typhoid and dysentery of the South 
African, and by the malaria and dysentery of the East 
African campaigns of the first world war—these and many 
more gave a sinister name to the chmate and disease of 
Africa 

Before medical science imravelled the maze of tropical 
disease, the hazards of Africa seemed to he m its 
mahgnant chmate Sun, swamp, heat, miasma—all were 
accused However, recogmtion of the true situation has 
seen the dramauc conquest of most of Africa’s pesti¬ 
lential and tropical diseases Not only is the mdigenous 
African populauon doublmg itself every 30-40 years, but 
European famihes are hving happily and healthily even 
m such dreaded areas as the West Coast and the Central 
Afncan Vallejs If one of the 18th or 19th-century 
Europeans returned, he would perhaps be chiefly amazed 


by the contempt of the modems for the huge pith helmet, 
red spinal pad, and abdonunal or cholera belt which he 
considered an essential protection agamst ±e baleful 
African sun and chmate 

Today we have gone a long way towards separating the 
chmauc and environmental from the commumcable and 
nutriuonal factors m the cause of African disease The 
greatest triumphs were the discovery of the causes and 
methods of treatment and control of the tropical fevers 
The devastatmg epidenuc and endemic diseases of 
previous centuries are now cowed Yellow fever, malaria, 
sleepmg-sickness, smallpox, dengue, yaws, and many 
more are shadows of their former selves The blame 
placed on tropical and African chmate is now known to 
have been much exaggerated Now we know that an 
efficient samtary system and a good diet can make nearly 
all Africa tolerable and healthy 

Formerly nearly all the dangers to life lay in communicable 
disease carried by inserts or infected food or water Climate 
was indirecdy responsible in that it gave these diseases the 
medium for their propagation With disease reduced or 
ehmmated, tropical climates become themselves less fearsome, 
if still uncomfortable Today we know much about the direct 
effects of sunlight, heat, and humidity Unpleasant though 
extremes of these may be, their effects can be borne more toler¬ 
ably by applymg the present knowledge of the human body’s 
capacity for acclimatisation and adjustment Much of tius 
work was shown on the Witwatersrand—e g, the regime of 
adjustment to work, environment, heat, and humidity applied 
m the mmes The human power of physiological adaptation, ; 
combmed with modem housing and work places, and, if | 
necessary, air-conditiotung, is radically changmg the medical 
view of the future capacity of Africa to support healthy human 
populations even m its more fearsome desert and jungle regions 

With the astomshing dechne of the pesulences a new 
pattern of diseases is appearing Some of these diseases j 
have always existed but were overshadowed Others , 
seem to be truly new, or much more virulent Others j 
are a product of social change 

Examples of diseases now more prominent by contrast are 
malnutriuon and some of the dysentenes Mass famine is ^ 
now rarely seen, but protem malnutrition has lately been ^ 
recognised as widespread Infantile diarrhoea persists as a 
serious public-health hazard ^ 

A group of diseases partly old and previous imrecogniscd, 
and perhaps partly new or more virulent, is those caused bj 
viruses Besides such well-known viruses as those of polio- i 
myelitis, influenza, and trachoma, a whole host of new agents 
has been found m Africa Much of tlus research has been 
done in the SoutluAfrican Poliomyelitis Foundation supported , 
by a team from the Rockefeller Foundation I 

Two examples of conditions aggravated by the stresses m 
a society shifung from the pastoral to the modem are tubercu¬ 
losis and industrial disease Unfortunately tuberculosis is 
increasmg m nearly all Afncan temtones, especially m the i 
town and labounng groups The story of mdustnal expansion 
in other contments is unhappily repeated Again, increisinglj \ 
as the New Afnca becomes industnahsed, the problems of 
disease in mmes and factones will arise, especially if thi^ i 
vigilance of the nauonal health and labour admmistrations 
slackens i 

Modem life is not only putting people into factones and 
towns, It IS altering the agncultural scene More and more 
large-scale agriculture m Afnca is dependent upon imgation 
This IS spreading bilharziasis and making the control of its 
snail vector more difficult Several other parasitic worm 
diseases and intestinal infections continue to cause much 
sickness and inefficiency throughout tropical areas Their 
reduction must await improved samtary services and higher 
personal standards of cleanlmess 
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In the new pattern of disease one feature is becoming 
more and more stnkmg—acadents Even in remote 

regions of Afnca acadental mjuries are senous Every 
new road brmgs an almost mcredible number of car and 
lorry fataliaes and cnpphngs In New Africaj as m the 
rest of the world, the acadent of the home, road, and 
factory is kilhng and maimmg people and filhng hos¬ 
pitals m ever larger numbers 
As the acute diseases recede and as the chance of hsnng 
longer m a modem world mcreases, the so-called chrome 
degenerauve condiuons obtrude themselves Here, too, 
Africa shows signs of copymg the world design What¬ 
ever may be the full story of their causes and associauons 
the melancholy record m more and more countries is of 
death and disabdity from heart and kidney disease, 
nerve degenerations, and mahgnant disease The mental 
afflictions, too, will probably be more obvious m the future 
Africa 

WHAT PATTERN FOR MEDICINE > 

The speed and confusion of events are unfavourable 
to prophecy, but once the transition to sovereigmty is 
achieved and a new African pohtical condition is created, 
what will be the philosophy and form of its medicme 
In an immediate techmeal sense there ivill be enormous 
tasks to shoulder The prospects of rewardmg careers will 
he before the new African doctors and nurses—suffering 
to be reheved, premature mortahty to be challenged, 
fuller and healthier hves to be sought for the growmg 
milhons They wnU also have an enviable opportuiuty to 
probe many remainmg mystenes m disease They wiU be 
the pnvileged observers of the whole gigantic phenomenon 
of a people bemg changed by soaal pressure to accept 
new ways of life Such tantahsmg questions as the effects 
of climate and environment on energy, mental capaaty, 
physiological effiaency wiU be theirs to study Medicme 
m the New Africa will be rich m obhgation and m 
opportmuty for research 

Pubhe-health and preventive medical measures to meet 
the challenge will only be effective, mdeed possible, if the 
general admimstranon is competent But even assuming 
that no disastrous weakness appears m the pubhe-health 
orgamsaaons of the New Africa, its future medical 
philosophy IS stdl uncertam 

Medicme at its best is somethmg finer than an exerase 
of techmeal skill In the medicme bemg mtroduced mto 
Afnca and other developmg regions this broader duty is 
too often neglected Yet here the need is mote desperate 
than m the older lands where aU upbnngmg supports 
understandmg of such soaal responsibihties The 
culture and avihsation which have produced modem 
medicme, and of which it can be a noble component, are 
also essential m the new countnes if they are to gam 
completely Medicme’s true teachers and disaples give 
more to Africa than medical care m a hospital or clmic 
Their mtegnty and philosophy are a demonstration of the 
goodness to be found m their culture This is necessary 
if the strugghng new Afincan medicme is to be somethmg 
more than a mere matenahstic techmque or nval to 
tnbal witchcraft, which could easily revive under a cloak 
of Afncan nationahsm 

Western medicme m helpmg Africa should not overlook 
the need for this broader mtetpretaaon of its possible 
service It should gmde Afnca to create people who are 
good doctors and nurses, but are also prepared to follow 
fearlessly the prmaples founded over many difficult 
generanons m Europe and America This responsibihty 


will be more onerous m New Afnca than m the older 
settled commumties of Europe and America But the 
future African doctor, by bemg a man of mtegnty and 
pnnciple, wnll mcrease the stabihty of his country and the 
respect it will earn m the world 


Special Articles 


THE MINISTER ON THE HEALTH SERVICE 

Mr Enoch Powell, Mmister of Health, rewened the 
structure of the National Health Service m an address to 
a jomt meetmg of the Enghsh and Welsh Execuuve 
Counals Assoaations at Llandudno on Oct 27 He 
said 

“The Nauonal Health Service, by its \ery nature as a 
comprehensive State service, holds out dangers and possibihues 
of harm as v ell as opportunities and possibihues for good We 
can never wholly eliminate the nsks and be left with only the 
oppominmes What we have to do is to discern as clearly as 
possible where those nsks lurk and what thev are We shall 
then be m the best posiuon to counteract and minimise them ” 

The service was the channel through which flowed the 
overwhelmmgly large proportion of our national mcome 
which we devoted to the care of health and the treatment 
of the sick The fracuon so devoted had not, on average, 
been much larger durmg the last decade than it was 
ttventy years earher—though, of course, the national 
mcome itself had been larger and so, consequendy, had 
been the absolute amount of resources devoted to medical 
care One thing was certam as our nauonal mcome con- 
tmued to nse, the volume of effort and resources devoted 
to health would nse Another thmg, too, was certam—that 
with the inevitable changes m the texture of soaety and 
m the content of medical knowledge and theory, the 
nature of the resources and the application of the effort 
devoted to health would also alter In any given state of 
soaety and medical knowledge there was an ideal apph- 
cauon of the available resources which would yield the 
greatest harvest m terms of health, wellbemg, comfort, 
reassurance—m short, of happmess We should never 
quite attam this ideal, but we ought always to be tendmg 
towards it, and success or failure m domg so depended on 
the nature and the funcuomng of the channels through 
which the available resources flowed Mr Powell 
contmued 

“ It IS m this context that a comprehensive State service has 
Its dangers In such a service responsibihty is mevitably 
centrahsed—m the Mimster answerable m Parliament Because 
responsibihty is centrahsed, so, m large measure, must be 
deasion, smee responsibihty unphes the power to take the 
decisions for which one is answerable This m turn imphes an 
admimstrauve machme which will link all the parts together and 
secure confonmty with the central pohey and decisions Now, 
all this brings with it a great danger—that of ngiditj Pohcies 
vhich are formed centrally and executed adinmistratively are 
bound to be slower to change and less adaptable to alterations 
of circumstance and demand than if responsibihty were 
diffused and decisions were mdependent The great machme 
IS bound to have a one-track mmd, to be cumbrous and 
unresponsive, to abhor vanauons, to be msensmve to the world 
around it 

“ These disadvantages apply anywhere, but m the field of 
health and medical care they can be specially dangerous Here 
IS a field m which it is the mdividual mmd, the local experi¬ 
ment, even the chance observauon, which brmg about the 
great advances The man or woman who is (as we say) before 
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his time, at whom officialdom is bound to look askance, whom 
contemporaries treat as an oddity or a nuisance, turns out to 
be the pioneer, domg the work which determmes the direction 
of future development These people need an environment 
in which they have opportumty, even encouragement, certainly 
not repression But how is the machme to know them when it 
sees them 

Not only the methods of giving medical care, but the 
character of the need for it were constantly changmg 
Post-war legislation and planning for all the welfare 
services reflected the conditions of the pre-wkr world for 
It had nothing else to go on They were trymg now to 
assess the revolution of the IQSOs, but it might be far into 
the 1970s before they could adjust the machmery to take 
account of it This conflict between the characteristics of 
a comprehensive State service and the facts of social 
change and medical progress could never be fully resolved, 
for It was mherent But by recogmsmg it, there was much 
they could do to hmit and counteract its dangers 

Those who framed and hammered out the Naoonal 
Health Service were not unconscious of the dangers, and 
they dehberately embodied in its structure elements of 
mdependence, both lay and professional, to be a counter¬ 
poise The contractual status of the general practitioners, 
dentists, and opticians, the separate representation of the 
doctors and other professions m the structure of the 
hospital and executive council services, the power and 
authority of the professional colleges and associations— 
these might seem to have a fine old Enghsh illogicahty in a 
State service “ But a wise Mmister of Health will see in 
them not hmdrances but safeguards to the soundness of 
his work, and m all that I do or seek to do I shall be as 
jealous of the mdependence of the professions as they are 
themselves,” said Mr Powell 

But all these built-in counterpoises m the structure of 
the National Health Service to the dangers of the great 
machme would not be sufficient if the great machme itself 
were all “ The National Health Service is mtended to be 
comprehensive, it is not in my view intended to be 
exclusive,” went on Mr Powell “ For the service’s own 
sake, I attach the highest value to the fact that medical 
service and care is also available outside it and that com¬ 
pletely mdependent orgamsauons exist m the field, to 
support and conduct research, to study and criucise, to 
supplement, assist, and (why not’) overlap the services 
provided by authority of Parliament ” He welcomed the 
flexibihty and spontaneity which these other channels 
brmg to the nation’s provision for health 

Mr Powell recogmsed three trends in the modem 
approach to health and medical care (1) the growth of 
commumty care and aftercare of the sick, “ which takes 
off the hospitals work which can be done more effectively 
and more beneficially outside them ”, (2) the development 
of preventive and remedial measures which will prevent 
admission to hospital or lengthy treatment there, and 
(3) the more intensive and effiaent use of hospital accom- 
modauon, expressmg itself in higher turnover of panents 
and low er rauo of beds to populauon In two of these 
three the imuauve m development lay with the local 
authorities, and if tlie new trends were to find full expres¬ 
sion, the biggest expansion wathm the health service in 
the next decade would have to come on the side of local 
government One should note finally that as the link 
between the three trends is, from one point of view, the 
panent as an mdividual human bemg, so the hnk from 
another pomt of view is the fnend and advaser of the 


patient as an mdividual human bemg—namely, the general 
practitioner 

Turmng to finance, Mr Powell declared that the 
financial stmeture of the Nauonal Health Service could 
not have been devised more effectually if the object had 
been to put the three mam elements into watertight, non- 
commumcating compartments There were in fact three 
separate finanaal systems, and consequently the inter¬ 
relation between developments and decisions in each of 
the three fields was virtually impossible to express in the 
clear financial terms which would so much help adminis¬ 
tration and pubhc understanding “ However, I must say 
bluntly that a major reform in the financial structure of 
the National Health Service is farther off at present than 
the eye of a politician can see We must work with the 
structure we have got, and I shall not be content unul I 
can see a long-term picture m which the development of 
the hospital service is dovetailed with the development of 
the local-authority services, and the future function of the 
family practiooner is related to both ” 


Dialogues of Today 


SOCRATES, THIS IS YOUR LUTE* 

Haemon Come in, Socrates, and don’t be surprised to see 
so many people We know that you are becoming an author 
yourself for the first ume, so we thought we would like to 
congratulate you Socrates, this is your life' 

Socrates It is true, Haemon, that I am no longer to be 
dependent upon Plato and Xenophon for an account of my 
words, but I am no author any ideas to be found in my con¬ 
versations are contributed by those with whom I talk I am 
only a midwife, delivering other people of their ideas 

Haemon Come m, Apollodorus, and tell us how you first 
met Socrates 

Socrates Welcome Apollodorus' What have you been 
doing today ’ 

Apollodorus I have been m court argumg as to whether or 
not certain words are obscene 

Socrates Is there any more important question ’ 

Apollodorus I should hardly have called it important, 
Socrates 

Socrates But tell me, is not obscemty someumes a kind of 
svvearmg ’ 

Apollodorus Someumes it is 

Socrates And when men swear do they not use words, 
which are held sacred, in a way which is considered blas¬ 
phemous ’ 

Apollodorus Certainly 

Socrates It would seem then that if we are to decide why 
words are obscene we must also consider what makes words 
sacred, and we can hardly do that without asking what is 
sacred, and why it is so So you see why I said that the nature 
of obscemty is a most important quesuon But, tell me, is there 
any charactcrisuc of the obscene words themselves which 
disunguishcs them from other words ? 

Apollodorus I don’t know of any 

Socrates Are they not all short words, usually of one 
syllable ’ 

Apollodorus I suppose that is true, but surely it is not 
the form of the word but the meamng which renders it 
obscene 

Socrates Surely not, Apollodorus, for if mstcad of a word 
of four letters you use an equivalent one of four syllables, the 
feehngs of your hearer will be quite different, although the 



notoiees 5 ,1960 


THE WIDDICOMBE FILE 


THE LAKCET 1025 


meaning is the same Does it not seem to j ou that a short ti ord 
contains all its energy in a small space and at high tension, and 
at once conveys to us a physical reahty, vrhereas a word of four 
svllables carries its energy at low tensiooi and so conveys a 
meaning which is emononatlv diluted, and makes far less 
nnpression on the feehngs ’ 

Haemo\ Thank you ApoUodorus* Now here is Analvncus 

Socrates It is appropmte that vou should hat e come just 
now AnalvncuSj when we are talking about obscemtv, for are 
there not many people who think all your wntmgs obscene, even 
though you use many words of more than four svllables ’ 

Analfticds Yes, mdeed, Socrates, but uhen I am called 
a coTUpter of youth I console mvself with the fact that thev call 
vou the seme. 

Socrates Tell us why vou think some wo-ds are 
obscene, 

AKiLYTictrs I thmk the form of the word is only one factor, 
important Though It IS A word mav transmit emotion fordblv, 
but the emotion is related to the thmg signified If some dungs 
were not sacred swearmg would lose its pomt, but so it would 
if It were not considered reprehensible, and it is rep-ehensible 
only because some dungs are sacred. People sometimes speak 
of ob'cemtv as animalism, but that is just what it is not 
Animals alone are innocent of obscemtv Obscemtv imphes a 
sense of guilt. If you never swear you are eitner perfeedy 
balanced or too consaous of your own guilt 

Haessos Here is Erysumachus 

Socrates \velcom^ Etyximachus, for there is no one more 
fitted then you to esplam to us the nature of obscemty, smee 
no one behaves mote shamelessly than you 


Eryxlalachcs How is that, Socrates ^ 

SocR-ATES Do vou not discuss with your patients matters 
which they would be ashamed to talk about with anyone but a 
doctor, and when you examine them do juu not in s ist that they 
should conceal nothmg which their modestv makes them 
conceal from others ’ And m all this do either you or your 
panents feel anv shame’ 

ERTSLMACHtrs But there is nothing obscene m aU that, 
Socrates, for modestv is a matter of cons enaon and shame does 
not arise m the relation between doctor and panent 

SocR-ATES It is the same with me, for I am not onlv a midwife 
who dehvers men of their ideas, I am also a phvsicnan who seeks 
to examine their thou^ts m all them nakedness and a surgeon 
who practises the orthopedics of the mmd And it is mv aim 
to esanune men’s words and to persuade them to let them be 
e xamin ed m the same spirit of truth with wmch Eiysimacnus 
examines their bodies 

H.ae.mo\ I am sure we all wish your book the success it 
deserves Socrates, master of words, this is 

Xahthippe {miTchr^ finrly tnio the rami) your wife' 
I’ll giie you words' Was there ever such a man’ He hasn’t 
slept for two mghts, yet here he is talking about words And 
he drinks twice as much as anyone else without getting drunk, 
and sleeps out of doors wherever he finds himself, without even 
a blanken But what does anv of you care so long as you can get 
turn to di'jcuss philosophy ’ FU give you a bit of philosophy 
Where do his words come from’ Where does his life come 
from ’ Ultnnately from my kitchen Think that one out, all of 
you' Come on, Socrates, we’re gomg home 

{Jh^> go) 


The Widdicombe File 


LXVL—THE DIVISION OF PATHOLOGISTS 

Dear Peter, 

I thought your letter • was a very sound and moderate 
statement of the case—^as stated by a supporter of a 
Faculty with the Physiaans Of course vou were trvmg 
to be impartial, just as every decent pathologist tries to 
be when he rehearses the arguments, but it is just 
impossible. The onlv man who can be truly impamai is 
the man who does not care one way or the other, and he 
ttill not trouble to rehearse the arguments at all That 
presidential address which you rightly describe as states- 
iBsnlike was, I know, meant to be impamal, but to me the 
final section seems to emphasise the advantages of a Faculty 
and the disadvantages of a College 

You have reated some of the arguments for and agamst 
liotfa sides, and I would like to review some of them as 
a supporter of the College You quote the argument that 
tfic establishment of a College “ would be a cnpplmgly 
a^Pensive undertaking’% but this is obviously untrue 
fnless we develop delusions of grandeur and try to obtainm 
a few years the sort of accommodanon which other colleges 
have taken centuries to build up The mdep endent Faculty 
of Radiologists, which is domg for radiology what a 
College would be trying to do for pathology m its early 
veats, is able to exist simply and economically, and so 
could we You quote the argument that any esamination 
set up by the College would take manv years to achieve 
J^gmnon, but what is the evidence to support this view ’ 
There is after all no really satisfactory esaminanon at 
Present for would-be consultant pathologists, and 

* We printed this letter from the File on Oct 22 .—Ed L 


if a College of Pathologists provides a good one I 
can see no reason why it should not quickly become 
accepted 

As for the College of Physiaans, it is difficult to consider 
It as anythmg but what the name imphes, even though I 
agree that it is not exclusive, and accept that out of every 
100 “ active Fellows ” there are about 11 admmistrators, 
9 pathologists, 6 academic pharmacologists, physiologists, 
or research-workers, 2 radiologists, and an obstetnaan 
It could, of course, cease to be primarily a physiaan’s 
college, but is that the wish of most physiaans ’ I would 
agree that most clmical pathologists, if they had taken 
up any other speaalty, would probablj have wished to 
become physiaans rather than surgeons or obstetnaans 
But clinical pathologists are still not physiaans except in 
so far as a few hsmatologists have their own patients, and 
although we certainly must remam cltmcal I see no reason 
whv we should enter mto closer relations with the 
physiaans than with any other speaal group of doaors 

“ If we were all certain that we coiild trust the 
Physiaans ”, you say, “ I think few would hesitate to 
accept their offer ” I think you rmss the pomt This is 
not a matter of trust, but a matter of mtdhgcnt antsapanon 
of the possibflity that the mterests of physiaans mav not 
always comade with those of pathologists If they do, 
well and good, but suppose they do not’ You say that 
“ if, after an honest mal we found ourselves unable 
to agree with them, nothing could stop the faculty then 
sphttmg off” I think you overlook the fact that the 
Faculty would be a creation of the College of Phjtsiaans, 
not of pathologists, and it could hardly spht off as a body 
unless the parent college chose to abohsh the Faculty 
Are vou prepared to envisage a future situation when a 
body of dissatisfied pathologists has to try to set up an 
mdependent college m opposition to an estabhshed 
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faculty ? Then indeed the “ dissensions and bankruptcy ” 
of which you warn us might well become a reahty 

Our seniors often tell us that there is no advantage to 
them from either course, and that they are only concerned 
to provide for the younger pathologists in whose hands the 
future hes At the same time they tend, perhaps, to 
Ignore the experience of most of those who discuss such 
matters with these younger pathologists, and find that 
they are mostly m favour of a College The young men 
do not seem to be afraid of starting in a small way provided 
that they can feel genuinely independent and not a sort of 
appendage to another college Their “ image ” of patho¬ 
logy IS of a subject which is of real importance in its own 
right and which can therefore expect its own separate and 
individual orgamsation 

If we are to bmld surely for the future, mdependence 
IS tlie only safe choice When I have reached retirmg age, 
I do not want my jumors to be able to say to me “ You 
and your colleagues made a fine mess of thmgs m 1960 
Here we are stuck in the College of Physicians where we 
are not really happy, but it will be very difficult to break 
away now If you had only made the effort to form a 
College It would be well established by now Did you 
have to choose the easy way? Couldn’t you see just a 
httle way m front of your noses ?” 

Yours, 

G G 


Symposmm 


TICK-BORNE ENCEPHALITIS VIRUSES 

FROM A CORRESPONDENT 

The Institute of Virology of the Czechoslovak Academy 
of Sciences acted as hosts to virologists from eleven different 
countries during a four-day symposium last month on the 
biology of viruses of the tick-borne encephahtis complex 
The meeungs were held in dehghtful surroundings at the 
House of Scientists at Smolemce, near Bratislava 
Representatives from almost all the major groups working 
on this subject were present, and the symposium provided 
an unusual opportumty for workers from many different 
disciphnes to pool information and exchange ideas in a 
common approach In Britam, human infecuons with 
louping-ill virus do not present a serious pubhc-health 
problem, but m Central Europe, Scandinavia, USSR, 
and India viruses of the tick-borne encephahus group are 
a serious menace The recent recogmtion of human 
infections with viruses of this group m Canada ' • and the 
USA’ extends the area in which these viruses are 
knovTi 

Dr J Casals (New York) show ed how the tick-bornc viruses 
\\ ere placed with j ellow fe\ er and some uv enty other arthropod- 
borne viruses into the serological group B on die basis of 
anugenic relauonships In the past, the tick-borac encephalitis 
\iruscs ha\e been considered a homogeneous group in spite 
of wide differences in the disease patterns they produced in 
different pans of the world Dr D H Clarke (New York) 
showed that thej could be duided into six anugeme sub¬ 
groups on the basis of hTmaggluunauon inhibition tests with 
absorbed sera and by agar-gel precipiun tests The six sub¬ 
groups were represented by the classical far-eastern Russian 
spring-summer encephahus (r s s e ), louping ill, Omsk 

1 McCIean D M , Donaehue, W L Canad med Asi J 1959, 80 708 

2 Casals, J thd 1960, 82, 355 

3 Thomas L A Kenned>, R C , Ekiund, C. M Proc Sac exp Biol , 

N y 1960, 104 355 


haemorrhagic fever, Kyasanur Forest disease,^ Malayan uck- 
bome Langat virus, and Central European tick-bome cncepha 
lius which mcluded Czechoslovakian, Austrian, Finnish, 
Polish, Swedish, and Yugoslavian strains, as W'ell as strains 
from European USSR The recently described Nonh 
American Powassan virus had not yet been examined by these 
techmques These anugeme differences were important 
because they explained the reported failure of rsse \accine 
to protect humans (Dr P N Bhatt, Poona) or mice (Dr L 
Danes, Prague) agamst infecuon with the virus of Kyasanur 
Forest disease 

As in other branches of virology, ussue-culture techniques 
were gradually replacing older methods for the titrauon of 
viruses and for the dctecuon of neutralising anubodies The 
use of a plaque techmque for the titrauon of uck-borae 
encephahus viruses was described by Dr J S Porterfield 
(London) and was applied by Dr V Mayer, Dr J ZavadA, 
and Dr R Skoda (Brauslava) to Central European strains 
Dr Bhatt reported that chick fibroblast cultures were as 
satisfactory as mice for the primary isolauon of Kyasanur 
Forest disease virus Czechoslovak workers preferred a two- 
stage process—primary isolauon in tissue-culture cells which 
were later shown to be infected by virtue of their resistance to 
a challenge virus Neutralising anubodies were detected by a 
metabolic inhibiuon test carried out m Hcla cells (Dr H 
LIbikovA and Dr J Vilcek, Bratislava), by plaque inhibition 
(Dr J S Porterfield, London), or by the direct inhibition of 
cytopathic effect m Hela cells (Dr E Molnar, Budapest) or 
m pig kidney cells (Dr D MAlkovA, Dr Z Marhoul, Dr V 
FrankovA, and Dr V Cerny, Prague) 

Vacemes derived from formalmised mouse bram had been 
used for many years in the USSR (Prof E N Levkovich, 
Moscow, Prof A A Smorodinstev, and Dr V I Ilyenko, 
Lemngrad) and formalin-inacuvated louping-ill vaccine had 
been used to protect laboratory personnel (Dr D G ff 
Edward, Beckenham) and domestic animals (Dr D Blascovic 
and others, Brauslava) Attempts at produemg a vaceme from 
virus grown m tissue culture were reported from Prague 
(Dr R Benda and Dr Danes), from Budapest (Dr E 
Molnar), and from the USSR The major difficulty was to 
guarantee complete destrucuon of infecuvity without at the 
same time reducing the anugemcity of the vaceme There 
were many parallels svith the pohomyelius vaccine problems 
A further important factor reported by Dr G D ZasukhinA 
(Moscow) was that virus grown m ussue culmre with a deficient 
medium was less anugenic than virus grown in a rich medium 

The maintenance of the uck-bome viruses in Nature is sull 
not completely understood The course of infecuon in an 
experimental animal, the laboratory mouse, was studied by 
Dr P Albrecht (Bratislava) in an elegant senes of expert 
ments based on the use of fluorescent anubody techniques 
Other ammals which may be infected in Nature include bats 
and lizards (Dr J RsHAcfeK, Dr J Nosek, and Dr M 
GresikovA, Brauslava), domesuc ducks (Dr E Ernek, 
Brauslava), and coots (Prof H A E van Tongeren, Leiden) 
Much remains to be learned about the natural history of this 
group of viruses Although the great majority of infecuons 
are transmitted by the bites of infected ucks, mcchamcal 
transnussion by mosquitoes (Dr Z Zotowski and Dr Z 
Wroblewska-Mularczykowa, Warsaw) or fleas (Dr K 
Heyberger, Dr A Smetana, and Dr B Rosicky, Prague) 
may play some small part in the local spread of infecuon, and 
infecuon by the ingesuon of milk from infected goats, sheep, 
and cattle is now well established The many factors which 
influence the natural lustory of viruses of the uck-bome 
encephahus complex were ably reviewed by Dr T H Work 
(New York) 

The full proceethngs of the symposium will be published 
by the pnnung house of the Czechoslovak Academy of Sciences 
and this \olumc will be an authoritauve summary of all present 
knowledge of this important group of viruses The organisers 
arc to be congratulated on callmg together the parucipants 
and draw mg forth such a full and In eh exchange of ideas 
4 See Lcnceii Oct 29, 1960, p 988 
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A Running Commentary by Penpatetic Correspondents 

Atherosclerosis among semor consultants is to be expected 
id, witbm reasonable limits, is perhaps nght and proper 
ut when it strikes among your contemporanes—chaps you 
'ere at school with—complacency is shattered So I bought a 
icycle, for has it not been clearly shown by the work of 
'hoever it was that exercise and coronaries were negatively 
irrelated? Admittedly the idea was not enurely my own 
lot long ago I chanced on a visinng physician of some emm- 
ace, washmg himself down m the hospital cloakroom He 
splained that he had just pedalled over from Fulham, a good 
lurteen miles away 

Choice of velocipede was easier than I expcaed, for there was 
nly one secondhand machine of my size, and when the 
landlebars had been changed (the old ones scraped the ground) 
was left with a good bargam My early experience was 
alutary 14 years of motormg had involved different (if any) 
nuscles and the saddle impinged on areas of my big-end 
vhich I had long forgotten Life on the roads as a glonficd 
ledesman seemed very different from the world of motorists, 
ind It was most unnatural to have to stop at red lights But 
' persevered and rode daily to and from hospital As my 
eflexes, quadriceps, and some callosities developed appro- 
mately, travellmg suddenly became much more interestmg 
femtory I had motored over a thousand times yielded 
mnouced gems of architecture or nuances of gradient The 
irevailing wmd started to play a part m my life I turned agam 
» Nature and the basic thmgs of life without which a man’s 
ipintual development cannot take place—such as irritable 
ittle dogs, midges, and ram down the back of your neck Also 
fou get a closer look at blondes m the bus queue Even securing 
ie aid of a bicycle shop was a new experience, no garage has 
charged me as little as 2s for anythmg 
Yes, cychng has reopened a dimension m my life Surprismg 
what a few miles a day will do My weight is dosvn, muscles 
ire up, wmd is longer, mmd clearer, and waist more waisted 
It has been a wonderful week to recall, as I drive to my hospital 
with the heater on, listemng to the radio 
• * • 

The Comet journey to New York was a revelation m quiet¬ 
ness, and m the extraordmary deep blue of the sky at 40,000 ft 
Luna to La Paz was more spectacular than I had imagmed 
After 500 miles of Peruvian desert, with the snowcapped 
Andes visible from 100 miles away, we went 200 miles east at 
18,000 ft, just clearing the pass between the peaks The mam 
impression is the extraordmary colour Over Peru it was an 
orange brown, with the river beds lookmg like skeletons of 
leaves pressed m grandmother’s book Then came a range of 
colours like those seen near the waste heaps of a chemical 
works, with greens and blues and greys and yellows But smce 
mere is the largest deposit of mmerals m the world here, 
perhaps it is no wonder The magmtude of the scenery surpasses 
anything I saw m Tibet, though perhaps that’s not quite fair 
smce I’ve travelled more here But in an hour or so we went 
hy jeep past snow-covered llamas m the frosty mommg, down 
® ^cies of hair-pm bends dug out of a mountamside at 10° to 
me verucal at times, until we came to a deep valley with 
^Ranas and apples and oranges growmg Every half mile or so 
there are little crosses to mark a too enthusiastic driver, because 
there are no walls or edges to the road 

* * * 

The practice of medicme m a foreign country is full of 
tmexpected little quandaries and hazards It’s a common- 
mace that one’s knowledge of anatomy dwmdies rapidly from 
the day of passmg the m b , but it’s not until you have to ask 
someone in a detailed way about their symptoms m a foreign 
^age that you fully realise how many parts the body has 
^d different languages imply, so often, different pomts of 
thew, for mstance, we are taught m school that s’asseoir means 


to sit down, yet if your patient is lymg flat and you want him 
to sit up you say asseyez-vous Agam, the French do not make 
quite the same distmction m their language as we do m ours 
between pain and grief, douleur means both Somewhere smce 
Malory wrote about the dolorous wounds of Arthur’s kmghts, 
we have apparently forgotten that grief may be the real trouble 
imderlymg a patient’s complamts of pam Perhaps the trickiest 
problem one encounters in examinmg a patient abroad is that 
of vocal frenutus m the chest Each of us solves this in his own 
way and one musn’t be too rigid about it all It would perhaps 
be a mistake to carry too far the customs of the Old Country 
mto Basutoland where. I’m told, the word for 99 is Machou- 
mearobilengmonoolemongametsoarobilengmonoolemong 

* « # 

Readmg the remarks of my colleague, lately of Lambeth, 
about the neighbours who persisted in addressmg him as 
“ Mister ”, I wondered whether he invariably refers to himself 
as “ Doctor ” Outside working hours I reserve it for certain 
well-defined occasions One of these is when making appoint¬ 
ments at the hairdressers There by suggesting that 1 am ter¬ 
ribly busy and liable to be called away at any moment, it facili¬ 
tates excuses for missed appointments and enables me to get 
a quick shampoo and set at short notice Again, I always use 
the title when I am asked to sign my name and address on the 
back of cheques, under these circumstances any extra evidence 
of respectability is of great help 

Lately it saved me from a good deal of inconvenience My 
scooter was stolen from a part of London many miles from 
where I live Late the same evemng, the police rang to say 
that they had found it, and would I come to the station at once 
to collect It and sign the charge-sheet Grateful but weary, 
I said that I would be there as soon as possible in view of the 
distance and the hour “ You wait there. Donor, and we’ll 
send a car,” the station officer assured me, doubtless with the 
idea that at any moment I might be called upon to save a life, 
and the car duly arrived 

There are times, of course, when I deliberately avoid the 
title, but my landlady disapproves strongly of any attempts at 
dissimulation If people ask for me on the phone as “ Miss ” 
or use my Christian name, I hear her answer sternly, “ I’ll see 
if The Doctor is in ” 

* • * 

Comparative textual criticism can be fun Study of 
Baedeker’s post-war (1958) guide to Austria and the 1929 
edition provides a revealmg gombarison—sorry, comparison 
Though the familiar red cover with gold lettermg is retamed. 
It is no longer teutomcally tubby but svelte It contams 294 
pages compared to 518,100 of which were devoted to “ Buda¬ 
pest, Prague and the north Bohemian spas ”, now omitted 
(Though Hungary and Czechoslovakia had been mdependent 
countnes for ten years, one would hardly gather it from the 
1929 edition ) The present edition, now called an autogmde, 
IS streamlmed m other ways besides format for mstance, we 
no longer have blow-by-blow accounts of museums and 
picture-galleries with exlubits thought worthy of notice by 
Herr Karl mentioned m each room There is less ancient his¬ 
tory and esoteric information thus we are no longer told that 
the Dragon Fountam or Lmdwurmbrunnen in Klagenfurt 
is made of “ chonte schist ” but I was glad to see that the 
tablet commemoranng Emanuel Hermann (1839-1902), “ who 
invented the postcard ”, is still mentioned Nor are there 
detailed tours of each town, startmg from the railway stanon, 
but much clearer plans with “ sight-seemg tours ” and 
“ through routes ” In fact, modem travel is clearly no longer 
designed either to broaden the imnd or flatten the feet But 
nostalgia is catered for by the occasional survival of some of the 
classical phrases such as “ Gasthof Lukashof, plam but well 
spoken of”, still recallmg one’s aunt or members of the 
Women’s Institute 

* # * 

O, my Luve’s like a red, red rose 
I hope It’s nothmg catchmg 
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faculty ? Then indeed the “ dissensions and bankruptcy ” 
of which you warn us might well become a reahty 

Our seniors often tell us that there is no advantage to 
them from either course, and that they are only concerned 
to provide for the younger pathologists in whose hands the 
future hes At the same time they tend, perhaps, to 
Ignore the experience of most of those who discuss such 
matters with these younger pathologists, and find that 
tliey are mostly m favour of a College The young men 
do not seem to be afraid of starting in a small way provided 
that they can feel genmnely independent and not a sort of 
appendage to another college Their “ image ” of patho¬ 
logy IS of a subject which is of real importance in its own 
right and which can therefore expect its own separate and 
mdmdual orgamsation 

If we are to build surely for the future, independence 
is the only safe choice When I have reached retiring age, 
I do not want my juniors to be able to say to me “ You 
and your colleagues made a fine mess of things in 1960 
Here we are stuck in the College of Physiaans where we 
are not really happy, but it will be very difficult to break 
away now If you had only made the effort to form a 
College It would be well estabhshed by now Did you 
have to choose the easy way? Couldn’t you see just a 
httle way in front of your noses ?” 

Yours, 

G G 


Symposium 


TICK-BORNE ENCEPHALITIS VIRUSES 

FROM A CORRESPONDENT 

The Institute of Virology of the Czechoslovak Academy 
of Sciences acted as hosts to virologists from eleven different 
countries during a four-day symposium last month on the 
biology of viruses of the tick-borne encephahtis complex 
The meetings were held in dehghtful surroundings at the 
House of Scientists at Smolemce, near Bratislava 
Representatives from almost all the major groups working 
on this subject were present, and the symposium provided 
an imusual opportumty for workers from many different 
disciplines to pool information and exchange ideas m a 
common approach In Britain, human infections with 
louping-ill virus do not present a serious public-health 
problem, but in Central Europe, Scandinavia, USSR, 
and India viruses of the tick-borne encephahtis group are 
a serious menace The recent recogiution of human 
infections with viruses of this group m Canada ^ = and the 
U S A “ extends the area in which these viruses are 
known 

Dr J Casals (New York) showed how the uck-bomc viruses 
w ere placed wath > ellow fe\ er and some tiv enty other arthropod- 
borne viruses into the serological group B on the basis of 
antigenic relationslups In the past, the nck-bomc cncephalms 
wruses have been considered a homogeneous group in spite 
of wade differences m the disease patterns they produced in 
different pans of the world Dr D H Clarke (New York) 
showed that they could be divided mto six anugemc sub¬ 
groups on the basis of hTmagglunnation inhibition tests with 
absorbed sera and by agar-gel precipiun tests The six sub¬ 
groups were represented bj the classical far-eastern Russian 
spring-summer encephalitis (r s s e ), louping ill, Omsk 

1 McClcan, D M , Donaghue, VT L Canad med Ass J 1959 80 708 

2 Casals J 1960, 82 355 

3 Thomas L A , Kcimcd>, RC , Eklund, C. M Proe Soc exp Btot, 

N y I960, 104 355 


haimorrhagic fever, Kyasanur Forest disease,* Malayan tiek- 
bornc Langat virus, and Central European tick-bome encepha¬ 
litis which included Czechoslovakian, Austrian, Fmmsh, 
Polish, Swedish, and Yugoslavian strains, as well as strams 
from European USSR The recently described North 
American Powassan virus had not yet been examined by these 
techniques These anugemc differences were important 
because they explained the reported failure of R s s e vaccine 
to protect humans (Dr P N Bhatt, Poona) or mice (Dr L 
Danes, Prague) agamst infecuon with the virus of Kyasanur 
Forest disease 

As in other branches of virology, tissue-culmre techniques 
were gradually replacing older methods for the utrauon of 
viruses and for the detecuon of neutralising antibodies The 
use of a plaque techmque for the utrauon of uck-bornc 
encephahtis viruses was described by Dr J S Porterfield 
(London) and was applied by Dr V Mayer, Dr J ZavadA, 
and Dr R Skoda (BraUslava) to Central European strains 
Dr Bhatt reported that chick fibroblast cultures were as 
satisfactory as mice for the primary isolauon of Kyasanur 
Forest disease virus Czechoslovak workers preferred a two- 
stage process—primary isolauon in tissue-culture cells which 
were later shown to be infected by virtue of their resistance to 
a challenge virus Neutralising anubodies were detected by a 
metabohe inhibiuon test carried out in Hela cells (Dr H 
LiBiKovA and Dr J Vilcek, Brauslava), by plaque inhibiuon 
(Dr J S Porterfield, London), or by the direct inhibiuon of 
cytopathic effect in Hela cells (Dr E Molnar, Budapest) or 
in pig kidney cells (Dr D MAlkovA, Dr Z Marhoul, Dr V 
FrankovA, and Dr V Cerny, Prague) 

Vaccines derived from formalmised mouse brain had been 
used for many years in the U S S R (Prof E N Levkovich, 
Moscow, Prof A A Smorodinstev, and Dr V I Ilyenko, 
Lemngrad) and formahn-inactivated louping-ill vaccine had 
been used to protect laboratory personnel (Dr D G FF 
Edward, Beckenham) and domestic ammals (Dr D Blascovic 
and others, Brauslava) Attempts at producing a vaccine from 
virus grown m tissue culture were reported from Prague 
(Dr R Benda and Dr Danes), from Budapest (Dr E 
Molnar), and from the USSR The major difficulty was to 
guarantee complete destrucuon of infecuvity witliout at the 
same time reducing the antigemcity of the vaccine There 
were many parallels with the poliomyehus vaccine problems 
A further important factor reported by Dr G D Zasukhina 
(Moscow) was that virus grown in ussue culture with a deficient 
medium was less anugemc than virus grown in a rich medium 

The mamtcnance of the uck-bome viruses in Nature is still 
not completely understood The course of infecuon in an 
experimental animal, the laboratory mouse, was studied by 
Dr P Albrecht (Brauslava) m an elegant senes of experi¬ 
ments based on the use of fluorescent anubody techniques 
Other animals which jnay be infeacd in Nature include bats 
an^ lizards (Dr J RehAcSk, Dr J Nosek, and Dr M 
GresikovA, Bratislava), domestic ducks (Dr E Ernek, 
Bratislava), and coots (Prof H A E van Tongeren, Leiden) 
Much remams to be learned about the natural history of this 
group of viruses Although the great majority of mfecuons 
arc transmitted by the bites of infected ucks, mcchaniml 
transmission by mosquitoes (Dr Z Zotowski and Dr Z 
Wroblewska-Mularczykowa, Warsaw) or fleas (Dr K 
Heyberger, Dr A Smetana, and Dr B Rosicicf, Prague) 
may play some small part in the local spread of infection, and 
infecuon by the ingestion of milk from infected goats, shceji, 
and cattle is now well estabhshed The many fartors which 
influence the natural historj of viruses of the uck-bornc 
encephahus complex were ably reviewed by Dr T H Work 

(New York) ui t, H 

TTie full proceedmgs of the symposium will be publisnca 
by the pnnung house of the Czechoslovak Academy of Sciences 
and this volume will be an authoritauve summarj of all present 
knowledge of this important group of viruses The organisers 
arc to be congratulated on callmg together the parucipants 

an d drawmg forth such a full and liv el> exchange of ideas_ 

4 Sec Lanceif Oci 29, 1960, p 988 
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A Running Commentary by Peripatetic Correspondents 

Atherosclerosis among semor consultants is to be expected 
and, within reasonable limits, is perhaps nght and proper 
But when it strikes among your contemporanes—chaps you 
were at school with—complacency is shattered. So I bought a 
bicycle, for has it not been clearly shown bj the work of 
whoever it was that exerase and coronanes were negamely 
correlated’ Admittedly the idea was not enorelj my own 
Not long ago I chanced on a visitmg physiaan of some emm- 
ence, washmg himself down m the hospital cloakroom He 
expired that he had )ust pedalled o\ er from Fulham, a good 
fourteen miles awav 

Choice of \ elocipede was easier than I expected, for there was 
only one secondhand machme of my size, and when the 
handlebars had been changed (the old ones scraped the ground) 

I was left with a good bargam M.J early e.xpenence was 
salutary 14 wears of motormg had ins oh ed different (if any) 
muscles and the saddle impmged on areas of my big-end 
which 1 had long forgotten Life on the roads as a glorified 
pedestrian seemed s ery different from the w orld of motorists, 
and It was most unnatural to have to stop at red hghts But 
I persevered and rode daily to and from hospital As my 
iefiei.es, quadriceps, and some callosities des eloped appro¬ 
priately, travellmg suddenly became much more mterestmg 
Territory I had motored over a thousand times yielded 
unnoticed gems of architecture or nuances of gradient The 
prevaihng wind started to play a part m my hfe 1 turned agam 
to Nature and the basic things of hfe without which a man’s 
spintual development cannot take place—such as rentable 
htde dogs, midges, and ram down the back of your neck Also 
you get a closer look at blondes m the bus queue Ev en securing 
the aid of a bicycle shop was a new expenence, no garage has 
charged me as little as 2s for anythmg 
Yes, cychng has reopened a dimension m my life Surpnsmg 
what a few miles a day will do My weight is down, muscles 
are up, wmd is longer, min d clearer, and waist more waisted. 
It has been a wonderful week to recall, as I drive to my hospital 
with the heater on, hstemng to the radio 
* * • 

The Comet journey to New York was a revelation m qmet- 
ness, and m the extraordmary deep blue of the sky at 40,000 ft 
Lama to La Paz was more spectacular than I had imagmed 
After 500 miles of Peruvian desert, with the snowcapped 
Andes visible from 100 miles away, we went 200 miles east at 
18,000 ft, just clearmg the pass between the peaks The mam 
impression is the extraordmary colour Over Peru it was an 
orange brown, with the nver beds lookmg like skeletons of 
leaves pressed m grandmother’s book. Then came a range of 
colours like those seen near the waste heaps of a chetmcal 
works, with greens and blues and greys and yeBows But smee 
there is the largest deposit of mmerals m the world here, 
perhaps it is no w onder The magmmde of the scenery surpasses 
anything I saw m Tibet, though perhaps that’s not quite fair 
since I’ve travelled more here But m an hour or so we went 
by jeep past snow-covered llamas m the frosty mormng, down 
n senes of hait-pm bends dug out of a mountainside at 10’ to 
the vemcal at times, until we came to a deep valley with 
bananas and apples and oranges growmg Every half mile or so 
there are bttle crosses to mark a too enthusiastic driver, because 
there are no walls or edges to the road 

* * • 

The practice of medicme m a foreign country is full of 
Unexpected Uttle quandanes and hazards It’s a common¬ 
place that one’s knowledge of anatomy dwindles rapidlv from 
the day of passmg the MB, but it’s not unnl you hav e to ask 
Someone m a detailed way about their symptoms m a foreign 
^guage that you fully realise how many parts the body has 
And different languages imply, so often, different pomts of 
View, for instance, we are taught m school that dasseoir means 


ro sit doun, yet if your pauent is l3rmg flat and you want him 
to sit up you say asseyez-vous Agam, the French do not make 
quite the same distmcuon m their language as we do m ours 
betvv een pam and gnef, douleur means both Somewhere smee 
Malory wrote about the dolorous wounds of Arthur’s kmghts, 
we have apparently forgotten that gnef may be the real trouble 
imderlymg a patient’s complamts of pam Perhaps the tnckiest 
problem one encounters m examining a patient abroad is that 
of V ocal fteimrus m the chest Each of us solv es this m his own 
way and one musn’t be too ngid about it all It would perhaps 
be a mistake to carry too far the customs of the Old Country 
mto Basutoland where, I’m told, the word for 99 is Machou- 
mearobJengmonoolemongametsoarobilengmonoolemong 

• • • 

Readmg the remarks of mv colleague, lately of Lambeth, 
about the neighbours vvho persisted m addressmg him as 
“ Mister ”, I wondered whether he mvariablv refers to himself 
as “ Doctor ” Outside vvorkmg hours I reserve it for certam 
weU-defined occasions One of these is when making appomt- 
ments at the hairdressers There bv suggestmg that 1 am ter- 
nblv busy and liable to be called away at any moment, it facih- 
tates excuses for missed appomtments and enables me to get 
a quick shampoo and set at short notice Agam, I always use 
the title when I am asked to sign my name and address on the 
back of cheques, under these circumstances any extra evidence 
of respectability is of great help 

Lately it saved me from a good deal of inconv emence My 
scooter was stolen from a part of London many miles from 
where I live Late the same everung, the pohee rang to say 
that they had found it, and would I come to the station at once 
to collect It and sign the charge-sheet Grateful but weary, 
I said that I would be there as soon as possible in view of the 
distance and the hour “ You wait there. Doctor, and we’ll 
send a car,” the station officer assured me, doubtless with the 
idea that at any moment I might be called upon to save a life, 
and the car duly arrived 

There are times, of course, when I dehberately avoid the 
title, but my landlady disapprov es stronglv of any attempts at 
dissimulation If people ask for me on the phone as “ Miss ” 
or use my Chnstian name, I hear her answer sternly, “ I’ll see 
if The Doctor is in.” 

* • • 

Comparative textual criticism can be fun Study of 
Baedeker’s post-war (1958) guide to Austna and the 1929 
edition provudes a revealing gombanson—sorry, companson 
Though the famihar red cov er with gold lettermg is retamed. 
It IS no longer teutomcaUy tubby but svelte It contams 294 
pages compared to 518, 100 of which were devoted to “ Buda¬ 
pest, Prague and the north Bohemian spas ”, now omitted 
(Though Hungarv and Czechoslovakia had been mdependent 
countries for ten years, one would hardly gather it from the 
1929 edition ) The present edition, now called an autoguide, 
IS streamlmed m other wavs besides format for mstance, we 
no longer have blow-by-blow accounts of museums and 
picture-galleries with exhibits thought worthy of notice by 
Herr Karl mentioned m each room There is less anaent his¬ 
tory and esotenc information thus we are no longer told that 
the Dragon Fountam or Lmdvvurmbrunnen m Klagenfint 
is made of “ chonte schist ” but I was glad to see that the 
tablet commemoratmg Emanuel Hermann (1839-1902), “ who 
mvented the postcard”, is still mentioned. Nor are there 
detailed tours of each town, startmg from the railway stanon, 
but much clearer plans with “ sight-seemg tours ” and 
“ through routes ” In fact, modem travel is clearly no longer 
designed either to broaden the mmd or flatten the feet But 
nostalgia is catered for by the occasional survival of some of the 
classical phrases such as “ Gasthof Lukashof, plam but well 
spoken of”, sail recalhng one’s aunt or members of the 
Women’s Institute 

• • • 

O, my Luve’s like a red, red rose 
I hope It’s nothmg catchmg 
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faculty ? Then indeed the “ dissensions and bankruptcy ” 
of which you warn us might well become a reahty 

Our seniors often tell us that there is no advantage to 
them from either course, and that they are only concerned 
to provide for the younger pathologists in whose hands the 
future hes At the same time they tend, perhaps, to 
Ignore the experience of most of those who discuss such 
matters with these yoimger pathologists, and find that 
they are mostly m favour of a College The young men 
do not seem to be afraid of startmg m a small way provided 
that they can feel genmnely mdependent and not a sort of 
appendage to another college Their “ image ” of patho¬ 
logy IS of a subject which is of real importance m its own 
right and which can therefore expect its own separate and 
individual orgamsation 

If we are to biuld surely for the future, mdependence 
IS the only safe choice When I have reached retirmg age, 
I do not want my jumors to be able to say to me “ You 
and your colleagues made a fine mess of things in 1960 
Here we are stuck m the College of Physicians where we 
are not really happy, but it will be very difficult to break 
away now If you had only made the effort to form a 
College It would be well estabhshed by now Did you 
have to choose the easy way? Couldn’t you see just a 
httle way m front of your noses ?” 

Yours, 

G G 


hscmorrhagic fever, Kyasanur Forest disease,< Malayan uck- 
bome Langat virus, and Central European tick-bome encepha¬ 
litis which included Czechoslovakian, Austrian, Finnish, 
Pohsh, Swedish, and Yugoslavian strains, as well as strains 
from European USSR The recentiy described North 
American Powassan virus had not yet been examined by these 
techmques These antigemc ifferences were imponant 
because they explained the reported failure of r s s e vaccine 
to protect humans (Dr P N Bhatt, Poona) or mice (Dr L 
Danes, Prague) agamst infection with the virus of Kyasanur 
Forest disease 

As in other branches of virology, ussue-culture techniques 
were gradually replacing older methods for the utration of 
viruses and for the detection of neutralismg anubodies The 
use of a plaque techmque for the titrauon of uck-bornc 
encephahtis viruses was described by Dr J S Porterfield 
(London) and was applied by Dr V Mayer, Dr J ZavadX, 
and Dr R Skoda (Bratislava) to Central European strains 
Dr Bhatt reported that chick fibroblast cultures were as 
satisfactory as mice for the primary isolation of Kyasanur 
Forest disease virus Czechoslovak workers preferred a two- 
stage process—primary isolauon m tissue-culture cells which 
were later shown to be mfeaed by virtue of their resistance to 
a challenge virus Neutralising anubodies were detected by a 
metabolic inhibiuon test carried out in Hela cells (Dr H 
LfBiKOvA and Dr J Vilcek, Brauslava), by plaque inlubition 
(Dr J S Porterfield, London), or by the direct inhibition of 
cytopathic effect in Hela cells (Dr E Molnar, Budapest) or 
m pig kidney cells (Dr D MAlkovA, Dr Z Marhoul, Dr V 
FrankovA, and Dr V Cerny, Prague) 

Vaccines derived from formahmsed mouse brain had been 


Symposium 

TICK-BORNE ENCEPHALITIS VIRUSES 

FROM A correspondent 

The Institute of Virology of the Czechoslovak Academy 
of Sciences acted as hosts to virologists from eleven different 
coimtries during a four-day symposium last month on the 
biology of viruses of the tick-borne encephahtis complex 
The meetmgs were held in delightful surroundings at the 
House of Scientists at Smolemce, near Bratislava 
Representauves from almost all the major groups working 
on this subject were present, and the symposium provided 
an unusual opportumty for workers from many different 
disciphnes to pool information and exchange ideas m a 
common approach In Britam, human infecuons with 
louping-dl virus do not present a serious pubhe-health 
problem, but m Central Europe, Scandinavia, USSR, 
and India viruses of the tick-borne encephahtis group are 
a serious menace The recent recogiution of human 
infections wth viruses of this group m Canada' - and the 
U S A ^ extends the area m which these viruses are 
known 

Dr J Casals (Neiv York) showed how the tick-borne viruses 
w ere placed with y ellow fe\ er and some tw enty other arthropod- 
borne wruses into the serological group B on the basis of 
anugemc relationships In the past, the tick-bome encephahus 
Mruses have been considered a homogeneous group m spite 
of wide differences in the disease patterns they produced m 
different parts of the world Dr D H Clarke (New York) 
showed that they could be divided into six antigemc sub¬ 
groups on the basis of hxmaggluunation inhibition tests with 
absorbed sera and by agar-gel precipitm tests Die six sub¬ 
groups were represented by the classical far-eastern Russian 
sprmg-summer encephalitis (r s s e ), loupmg ill, Omsk 
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2 Casals J ibsd 1960 82 355 
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used for many years in the USSR (Prof E N Levkovich, 
Moscow, Prof A A Smorodinstev, and Dr V I Ilyenko, 
Lemngrad) and formalm-mactivated louping-ill vaccine had 
been used to protect laboratory personnel (Dr D G ff 
Edward, Beckenham) and domestic ammals (Dr D Blascovic 
and others, Bratislava) Attempts at producing a vaccine from 
virus grown in tissue culture were reported from Prague 
(Dr R Benda and Dr Danes), from Budapest (Dr E 
Molnar), and from the USSR The major difficulty was to 
guarantee complete destruction of infecuvity without at the 
same time reduemg the anugemcity of the vaccine There 
were many parallels with the poliomyelms vaccine problems 
A further important factor reported by Dr G D Zasukhina 
(Moscow) was that virus grown m tissue culture with a deficient 
medium was less antigemc than virus grown in a nch medium 
The maintenance of the tick-bome viruses in Nature is still 
not completely understood The course of infecuon in an 
experimental ammal, the laboratory mouse, was studied by 
Dr P Albrecht (Brauslava) in an elegant senes of experi¬ 
ments based on the use of fluorescent anubody techniques 
Other animals which may be infected in Nature include bats 
and lizards (Dr J REHAcfeK, Dr J Nosek, and Dr M 
GresikovA, Bratislava), domesuc ducks (Dr E Ernek, 
Brauslava), and coots (Prof H A E van Tongeren, Leiden) 
Much remams to be learned about the natural history of this 
group of viruses Although the great majority of infections 
are transnutted by the bites of infected ucks, mcchaiural 
transmission by mosquitoes (Dr Z Zotowski and Dr Z 
Wroblewska-Mularczykowa, Warsaw) or fleas (Dr K 
Heyberger, Dr A Smetana, and Dr B Rosick^, Prague) 
may play some small part in the local spread of infccUon, and 
infecUon by the mgesuon of nulk from infected goats, 
and cattle is now well established The many factors whic 
influence the natural history of viruses of the tick-^mc 
encephahus complex were ably reviewed by Dr T H WORK 


(New York) , , 

The full proceedings of the symposium will be publisncu 
by the pnnung house of the Czechoslovak Academy of Sciences 
and this volume will be an authoritauve summary of all presen 
knowledge of this important group of viruses The organisers 
arc to be congratulated on calhng together the paruapan 
and draw mg forth such a full and lively exchange of ideas —_____ 
4 Sec Lcnceif Oct 29, I960 p 9SS 
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In England Now 


A Rimmng Commentary by Pertpatettc Correspondents 

Atherosclerosis among semor consultants is to be expeaed 
and, within reasonable limits, is perhaps nght and proper 
But when it strikes among sour contemporaries—chaps iou 
were at school with—complacency is shattered So I bought a 
bicycle, for has it not been dearlv shown by the work of 
whoever it was that exercise and coronanes were negamelv 
corrdated’ Admittedly the idea was not entirely my own 
Not long ago 1 chanced on a visitmg physiaan of some emm- 
ence, washmg himself down m the hospital cloakroom He 
explained that he had just pedalled o\ er from Fulham, a good 
fourteen miles away 

Choice of V elocipede was easier than I expected, for there was 
only one secondhand machme of my size, and when the 
handlebars had been changed (the old ones scraped the ground) 

I was left with a good bargam My early experience was 
salutary 14 years of motormg had mvolv ed dtfferent (if any) 
muscles and the saddle impmged on areas of my big-end 
which I had long forgotten Life on the roads as a glorified 
pedestnan seemed very different from the world of motorists, 
and It was most unnatural to hav e to stop at red hghts But 
I persevered and rode daily to and from hospital As my 
reflexes, quadnceps, and some callosities developed appro¬ 
priately, travellmg suddenly became much more mterestmg 
Temtory I had motored over a thousand times yielded 
unnoticed gems of architecture or nuances of gradient The 
prevailmg wmd started to play a part m my life I turned agam 
to Nature and the basic thmg's of life without which a man’s 
spintual development cannot take place—such as imtable 
httle dogs, midges, and ram down the back of your neck Also 
you get a closer look at blondes m the bus queue Ev en securmg 
the aid of a bicycle shop was a new expenence, no garage has 
charged me as httle as 2s for anythmg 
Yes, cychng has reopened a dimension m my life Surpnsmg 
what a few miles a day will do Mv weight is down, muscles 
are up, vvmd is longer, mmd clearer, and waist more waisted. 
It has been a w onderful w eek to recall, as I dnv e to my hospital 
with the heater on, hstenmg to the radio 
• • • 

The Comet journey to New York was a revelation m quiet¬ 
ness, and m the extraordinary deep blue of the sky at 40,000 ft 
Lima to La Paz was more speaacular than I had imagmed 
After 500 miles of Peruvian desert, with the snowcapped 
Andes visible from 100 miles away, we went 200 miles east at 
18,000 ft, just deanng the pass between the peaks The mam 
impression is the extraordmary colour Over Peru it was an 
orange brown, with the river beds lookmg like skeletons of 
leaves pressed in grandmother’s book Then came a range of 
colours like those seen near the waste heaps of a chemical 
works, wath greens and blues and greys and yellows But smce 
there is the largest deposit of mmerals m the world here, 
perhaps it is no w onder The magmtude of the scenery surpasses 
anything I saw m Tibet, though perhaps that’s not quite fair 
smce I’v e travelled more here But m an hour or so we went 
by jeep past snow-covered llamas m the frosty mormng, down 
a senes of hair-pm bends dug out of a mountamside at 10° to 
the vertical at times, until we came to a deep valley with 
bananas and apples and oranges growing Every half mile or so 
there are httle crosses to mark a too enthusiastic dnv er, because 
there are no walls or edges to the road 

• • * 

The practice of meditane m a foreign country is full of 
unexpected httle quandanes and hazards It’s a common- 
Iflace that one’s knowledge of anatomy dwindles rapidly from 
the day of passmg the MB, but it’s not until you have to ask 
Someone m a detailed way about their symptoms m a foreign 
i^guage that you fully reaUse how many parts the body has 
And different languages imply, so often, different pomts of 
View, for instance, we are taught m school that s’asseoir means 


to stt doom, yet if your pauent is lymg flat and you want him 
to sit up you say asscycz-vous Agam, the French do not make 
qmte the same distinction m their language as we do m ours 
between pam and grief, douleur means both Somewhere smce 
Malory wrote about the dolorous w ounds of Arthur’s kmghts, 
we have apparently forgotten that gnef may be the real trouble 
imderlymg a patient’s complamts of pam Perhaps the trickiest 
problem one encounters m examinmg a patient abroad is that 
of \ ocal fremitus m the chest Each of us solves this m his own 
way and one musn’t be too ngid about it all It w ould perhaps 
be a mistake to carry too far the customs of the Old Country 
into Basutoland where, I’m told, the word for 99 is Machou- 
mearobilengmonoolemongametsoarobilengmonoolemong 

• • • 

Reading the remarks of mv colleague, lately of Lambeth, 
about the neighbours who persisted m addressmg him as 
“ Alister ”, I w ondered whether he invanablv refers to himself 
as “ Doctor ” Outside workmg hours I reserve it for certam 
well-defined occasions One of these is when makmg appomt- 
ments at the hairdressers There by suggestmg that I am ter¬ 
ribly busy and liable to be called away at any moment, it faah- 
tates excuses for missed appomtments and enables me to get 
a qmck shampoo and set at short notice Again, I always use 
the title when I am asked to sign mv name and address on the 
back of cheques, under these circumstances any extra evidence 
of respectabihty is of great help 

Lately it saved me from a good deal of mconvemence My 
scooter was stolen from a part of London many miles from 
where I live Late the same eremng, the pohee rang to say 
that they had fotmd it, and would I come to the stanon at once 
to collect It and sign the charge-sheet Grateful but wearv, 
I said that I would be there as soon as possible m view of the 
distance and the hour “ You wait there. Doctor, and vve’U 
s send a car,” the station officer assured me, doubtless with the 
idea that at any moment I might be called upon to save a life, 
and the car dulv arrived 

There are times, of course, when I dehberately avoid the 
ntle, but my landlady disapproves strongly of any attempts at 
dissimulation If people ask for me on the phone as “ Miss ” 
or use my Chnsnan name, 1 hear her answer sternly, “ I’ll see 
if The Doctor is in.” 

« * * 

Comparative textual cntiasm can be fun Study of 
Baedeker’s post-war (1958) guide to Austna and the 1929 
edition provides a revealmg gombanson—sorry, companson 
Though the famihar red cover with gold lettering is retamed. 
It is no longer teutomcally tubby but svelte It contams 294 
pages compared to 518, 100 of which were devoted to “ Buda¬ 
pest, Prague and the north Boheiman spas ”, now onutted 
(Though Hungary and Czechoslovakia had been mdependent 
countries for ten years, one would hardly gather it from the 
1929 edition ) The present edition, now called an autogmde, 
IS streamlmed m other wavs besides format for mstance, we 
no longer have blow-by-blow accounts of museums and 
picture-gallenes with exhibits thought worthy of notice by 
Herr Karl mentioned m each room There is less ancient his¬ 
tory and esoteric information thus we are no longer told that 
the Dragon Fountain or Lmdvvurmbrunnen m Klagenfurt 
is made of “ chonte schist ” but I was glad to see that the 
tablet commemoratmg Emanuel Hermann (1839-1902), “ who 
invented the postcard ”, is soil mentioned Nor are there 
detailed tours of each town, startmg from the railway station, 
but much clearer plans with “ sight-seemg tours ” and 
“ through routes ” In fact, modem travel is clearly no longer 
designed either to broaden the mind or flatten the feet But 
nostalgia is catered for by the occasional survival of some of the 
classical phrases such as “ Gasthof Lukashof, plam but well 
spoken of”, stdl recaUing one’s aunt or members of the 
Women’s Institute 

• • • 

O, my Luv e s like a red, red rose 
I hope It’s nothing catching 
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FUTURE ORGANISATION OF PATHOLOGISTS 

SiRj —A voting paper is about to be circulated to patho¬ 
logists askmg them to record their opmion for or agamst a 
division of pathology within the Royal College of 
Physicians, or a new College of Pathology 

We have for many years been concerned with research 
m pathology and with the traimng of pathologists, and 
beheve that a higher exammation based on a background 
of smtable trammg is essential to ensure that candidates 
either for hospital or academic appomtments have acquired 
a reasonable groimdmg m their subject 

We both write as past presidents of the Association of 
Chmcal Pathologists, who have been openly critical of the 
procrasunation of the Royal College, but who are satisfied 
that the suggesQons now put forward by it are what is 
reqmred Undoubtedly, the Royal College has been 
imduly tardy in making any suggestions, but the present 
generous and unequivocal terms make amends 

It IS generally agreed that m modern conditions the 
membership is an unsuitable exammation for pathologists 
In the time available the techmques of chmcal examma¬ 
tion and of pathology cannot both be mastered 

We welcome the opportumty of still closer cooperation 
with our chmcal colleagues Not only are they pro¬ 
gressively more dependent on us for confirmation of 
diagnosis, or mdeed m many cases for provision of all the 
important data, but, reciprocally, we also are dependent on 
their acumen and powers of selection for our daily mterests 

We have long beheved that what is needed is 

(1) A higher qualificanon of the same stams as the m R c p 
and PROS 

(2) An academic centre which would uphold the standards of 
pathology and help m mamtaimng good standards of trammg m 
pathologists 

(3) A body to speak for pathologists 

In our opimon the suggestion of the Royal CoUege 
satisfies these reqmrements We beheve that unless this 
opportumty is accepted there will be a very long delay 
before we reahse our ambitions 

Joan Taylor 

London R J V PULVERTAFT 

Sir, —Much has been said and written on this subject by 
the more learned and senior practiuoners of our specialty, 
but httle by the jumors As one of their number may I put 
forward three pomts 

The primary reason for any alteration m the present 
position IS to ensure recogmtion of the status of patho¬ 
logists, despite the fact that a man’s status depends above 
all upon his personahty and the quahty of his work, and 
only secondarily upon his quahficauons Higher quahfica- 
tions, howeier, are necessary to prove adequate traimng 
m one’s own specialty for promotion to consultant or 
similar grade, and the mstitunon of a speaahst examma¬ 
tion m pathologj, of the highest standard, is now urgently 
required To the pathologist m trammg it is the most 
important facet of the present discussions The expendi¬ 
ture of time and \\ ork bv those vv ho aspire to the member¬ 
ship of one of the Royal Colleges of Physicians has been 
eloquently described bv Professor Cappell m his presi¬ 
dential address ’ to the Assoaanon of Chmcal Pathologists 
It IS certam that only the quahficauon offered by the 
Roval CoUege of Phvsiaans vviU have the immediate 


high standmg required to divert them from such 
exaimnauons 

The finances of the new orgamsation are of particular 
interest to impecumous registrars and lecturers It has 
been said that the provision and mamtenance of any 
reasonable buildmg wiU cost each member an mmal 
donation of about £100 and an annual subscription of up 
to £251 Some of us may not be able to find such a sum 
Are we to be excluded from the coUege until we are 
semor enough to afford the subscripnon,^ and if so wiU 
we ever achieve the semority ^ However, we are assured 
that mdustry and various benevolent foundations vviU 
provide the necessary funds Even if the money is forth- 
cormng, I do not beheve we can justify spendmg such 
vast sums on estabhshmg a coUege, when there are so 
many research projects urgently needmg finance Would 
our money not be better spent on research on acute 
leukaemia m children or even coronary disease m patho¬ 
logists than upon a bmldmg ? £100,000 would buy a lot 
of knowledge of disease—could we not devote our 
benefactions (if any) to estabhshmg a series of research 
feUovvships rather than a coUege ? 

If a CoUege of Pathology is to be founded then I 
heheve it must be as broadly based as possible and must 
be open freely to aU those who work m and around the 
subject, sciennst or doctor, whether academic or chmcal 
Pathology is neither practised nor advanced solely by 
those on the Medical Register However, m a Faculty of 
the Royal CoUege of Physicians it would be logical to 
restrict fuU membership to the medicaUy quahfied 
The CoUege of Physicians of London is a body of the 
highest standmg and to be caUed a physician is no dis¬ 
honour I hope, with Peter Davey,^ that a Faculty wiU be 
estabhshed They offer us more Aan does an mdependent 
coUege m the foreseeable future, and at less cost The 
generosity of their terms puts us in an immensely strong 
position, and vve can always withdraw 

FmaUy, may I suggest abandonment of the term 
“ Division of Pathology ”, for the words come uncom¬ 
fortably close to the truth 

London, S W 15 P O’GoRMAN 

*#* Another view on this subject is given on p 1025 m 
a letter from the Widdicombe File —Ed L 

ATHEROSCLEROSIS AND CORONARY 
HEART-DISEASE 

Sir,—S urely your correspondents are argumg on 
pomts of semantics rather than pathology As you. Sir, 
rightly pomted out last year,® panents do not suffer or the 
from coronary disease, but from the consequences of 
myocardial ischemia, which may be acute, chrome, or 
spasmodic I have always held that one of the best 
classifications of disease causation, is that which we learned 
at our obstetrician’s knee, of which a part ran—faults in the 
powers, faults m the passages, faults in the passenger 
Myocardial ischsemia may be due to faults m the power 
of the heart’s action, faults m the coronary passages 
whether narrowed or occluded by what you vvaU, or faults 
m the passenger—the blood, which may be deficient m 
oxygen-carrymg capacity, or contain a substance noxious 
to the myocardium 

In spite of the welter of mvestiganons on atheroma and 
degenerative heart-disease, vve remam remarkably ignorant 
as to the frequency, degree, and ty-pe of myocardial 
ischiEinic change to be found at death m the populanou 


1 LcretfO’^ 15 1960, p S63 


2 See ihd Oct 22 1960, p 921 

3 Lancet 1959 ii, 863 
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as a whole, and without this manj of our deductions in 
this field are insecure I behete that a studj, almost 
completed here by Dr C J Schwartz and Dr J R A 
Mitchell, will give us this informanon, as far as the 
current Oxford postmortem population is concerned, 
and may encourage others to carry out comparable 
mtesugations elsewhere 

No-one would dispute that one may find coronary 
narrowmg or occlusion m hearts from persons of all 
ages, yet it remams that m a high proportion of elderly 
persons, ischcemic mjocardial lesions occur, uhich are 
qmte different m character from those usuallj seen m 
the jounger age-groups, for example, there is the condi¬ 
tion which Lmzbach called rencular m 3 ocardial necroses, 
but unhappil 3 this is a sphere of cardiac pathology which 
to a large extent is unexplored 

Turmng to the Registrar-General’s stausacs, we find 
some cunous features 


England and VTales Cnide Death rate to a mllion Uvxng 

1940 2949 

Artenosdtroac heart-diseasej including coronai> 

disease (i s C- 420) 573 1093 

M\ocardid degeneration ^ith arteriosclerosis 

(ISC 442 1) 467 617 

Othwr ocardial degeneration c 422 2) 1548 1274 

Total degenerame heart-di«ease (i^C 420 — 

4421 2 2588 2934 


1958 

1863 

532 

656 

3051 


As everyone knows, the death-rate attributed to “ arteno- 
scleronc heart-disease and coronary disease ” has mcreased 
more than threefold m the past eighteen years, but “ mso- 
cardialdegeneranonwithartenosclerosis” has hardly changedat 
all and “ other myocardial degeneration” has fallen to a third, so 
that if one groups together the rubncs that can be regarded as 
represeatmg ischtemic heart-disease (i s c 420, 422 1, 422 2), 
the rate has only mcreased by a fifth, which is little more than 
is to be anuapated m view of the mcreased expeaauon of life 
I am, of course, as aware of the defects of companson of crude 
death-rates as against standardised mortahty ranos, as I am of 
the answ er which John Graunt found to his quesuon, w hy there 
were so few deaths attnbuted to the Pox m the Bills of 
Mortahty Nevertheless, it might be worth while, for those 
who behei e, that by feedmg rabbits or men on unnatural diets, 
they will determme what factors m modem life have caused 
this spectacular mcrease m deaths attnbuted to “ coronary 
disease ’, to try and find out what are the factors which have 
caused the almost equally spectacular decrease m deaths 
attributed to “ myocardial degeneranon ” 

When we look at the age-differences, the Registrar- 
General’s tables reveal another cunous feature 


England and lEales Age differences 


All causes 

Artcnctsclerotic heart-dis¬ 
ease mcludmg coronary 
disease (I s c. 420) 

Mj ocardial degeneration 
(IS c. 422) 

As IS to be expected m an agemg populanon, the proportion 
of all deaths occumng over 65 is steadily nsmg, m 1940 it was 
53% and m 1958 68%, and the propomons of deaths attnbuted 
to artenosclerouc heart and coronary disease is alm ost identical 
(1940 55%, 1958 69%), but of the deaths attnbuted to myo¬ 
cardial degeneration, 85% occurred at 65 and over, m 1940 and 
95% m 1958 


Proportion of Deaths 
(Xffr 65 

No of Deaths 

1958 

1940 

53% 

1949 

63% 

1958 

68% 

<65 yr 

65 -^yr 

Total 

55% 

65% 

69% 

25 962 

58,079 

84,041 

85°o 

90% 

95% 

2195 

51 577 

53 772 


Puttmg this m another way, m 1958 there were 138,000 
deaths attnbuted to “ artenoscleroac heart and coronary 
disease ” and “ myocardial degeneration ”, of which only 20% 
under the age of 65 Of these 28,000 deaths under 65, 
94,(, were attnbuted to artenosclerouc heart and coronary 
disease, whereas of the 110,000 deaths over 65, 47% were 
attributed to myocardial degeneranon 


There are clearly a number of explanations for this 
difference, but it must be assumed that certifymg doctors 
consider that there is a fatal form of heart-disease which 


they designate as “ myocardial degeneration ” or any of 
the other mclusion terms m rubric 422, which occurs 
almost exclusiv ely m persons of 65 and over, and accounts 
for nearly half of the cases of degenerative heart-disease 
m this higher age-group 

Naturally we have no idea what, if any, are the climcal 
differences or morbid anatomical lesions m cases attnbuted 
to these two rubrics but if there are real differences, other 
than the whims of nomenclature of the certifymg doctors, 
then It would be m keepmg with Dr Acheson’s^ 
observations 

Department of Pathology, 

Ruddle I^arv, A H T ROBB-SmITH 


SARCOIDOSIS TREATED WITH CHLOROQUBSE 
Sir,—I have read with mterest Dr Soderstrom’s 
article of Oct 29 m which he desenbed the response of 
two patients with sarcoidosis to mepaerme He suggested 
that chloroqume mav be used instead of mepaerme 
I have treated with chloroqume systemic lupus ery¬ 
thematosus, penartenus nodosa, Stev ens-Johnson sym- 
drome, and other hypersensitivuty states smee 1953 and 
rheumatoid arthntis smee 1954 ® ® 

The setiology of sarcoidosis is still unproven, but there 
IS a fauly strong suggesnon that hypersensitivity may 
agam play a part Michael' and Cummmgs,® for mstance, 
related sarcoidosis to the chemical consutuents of pme 
poUen 

On the assumption that sarcoidosis represented a 
hypersensitivnty state I have treated tw o cases with chloro¬ 
qume smee 1957 

A married w Oman, aged 32, was first diagnosed as sarcoidosis, 
mvolvmg mainly the lungs, m 1956 when treatment was started 
with chloroqume sulphate 200 mg t d s This was contmued 
for SIX months when it was stopped because of pregnancy By 
then all lung lesions had cleared Her condition was reviewed 
m 1957 and 1958, when she was qmte well and the X-ray' films 
showed clear lung fields 

A married woman of 23 was fiirst seen m July, 1957, when 
she had characteristic sarcoid lesions on her upper arms, 
trunk, and buttocks, and hilar-gland enlargement Biopsy con¬ 
firmed the chmeal diagnosis The Mantoux test was negative 
Chloroqume sulphate 200 mg tds was started m July, 
1957 In September, 1957, the hilar enlargement had greatly 
dimmished and the skm lesions subsided In February, 1959, 
she was entirely svmptotnless and stopped chloroqume on her 
own By Alay, 1959, there was a recurrence of lesions on the 
right side of her cheek, upper arms, and buttock Chloroqume 
was immediately re-started, and by Julv, 1960, the skm lesions 
had almost completely disappeared and she felt well This 
patient is still on 200 mg chloroqume sulphate daily 

At the mtemaaonal conference on sarcoidosis in 
Washington, D C , this year several speakers desenbed the 
benefiaal effect of chloroqume m sarcoidosis 

Evaluation of any drug for sarcoidosis is difficult 
because of the fluctuation m the natural history' of the 
disease with frequent spontaneous remissions This was 
the reason for not pubhshmg my own limited expenence 
of the drug m sarcoidosis If, howev'er, smee it appears 
that more widespread tnals of chloroqume m the manage¬ 
ment of sarcoidosis are earned out m other parts of the 
world, then even a very Imuted trial such as Dr Soder¬ 
strom’s and my own should be made known It is of 
particular mterest that Dr Soderstrom noted selecnv'e 

4 ibid 1960 u 706 

5 Fuld H Rheumatism, 1958 14, 12 

6 Fuld H Horuich L Bnr med J 1958 u 1199 

7 Alichad Jr Ann intern Med 1956 43 151 

8 Cummings M \i Hudgins,? C Arrer J med Sex 1938,236 311 
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Staining of sarcoid lesions by the antimalarial There is 
reason to beheve that chloroquinej too, has a selective 
action on the joints in rheumatoid arthritis, as we have 
found after 18 months’ experience with chloroqmne 
injections mto rheumatoid arthritic joints (details are 
about to be pubhshed) 

Sefton General Hospital, — 

Liverpool H FULD 


HEATSTROKE 


Sir,—I must congratulate you on your editorial of 
Oct 15 Such IS the reputation of your journal, however, 
that unless I take issue with you on a matter of emphasis 
It may appear that treatment m a special room with refrig¬ 
erated water, as described by Guthrie and McCraken,‘ 
IS the best and only sausfactory method of treatment I 
know that special rooms of this nature are provided m the 
Persian Gulf—but many a heatstroke has been treated 
successfully with only the mimmum of facihues I feel 
that It would be better to emphasise the prmciples of 
treatment rather than the accessories, which are expensive 

At the moment there appear to be two schools of thought 
on treatment one uses refrigerated water or iced baths or 
iced sheets and the other artificial sweat and forced air 
movement I am a convert to the second school ever smce 
I encountered shivermg as a response to treatment with 
iced sheets in a patient who was still hyperpyrexial After 
this I began to reconsider the physics of reducing body 
temperature 

Everyone knows that during treatment it is importer not to 
reduce the temperature to normal Imuts as this may give rise to 
shock, and if shock occurs it is very difficult to treat Immersion 
in an iced bath can be very “ shocking ” to even a normal indi¬ 
vidual just jump naked into the Serpentine next January if 
you wish to contest this pomt' Immersion in, or spraying with, 
refrigerated water coils the body by conduction alone and is 
associated, sooner or later as the body cools, with peripheral 
vasoconstriction This vasoconstricuon converts the skin, 
with Its superficial fat, into a fairly useful insulating layer 

Heatstroke is related to cessauon of sweating however caused 
Evaporation of sweat from the skm, by virtue of the latent heat 
necessary to effect this, rapidly cools the blood flowing through 
the dilated skin vessels, which then aa as a heat exchanger to the 
internal organs When sweating has ceased it is logical to pro¬ 
vide artificial sweat in the form of tepid water and to aid evapor- 
auon with strong air movement In hot chmates a powerful 
fan and tepid water are almost umversally available, and it is 
usually possible soon to accelerate cerebral cooling with an ice 
bag, or ev en ice wrapped in a towel, applied to the head 


I have no wish to decry the work of anyone who uses 
refrigerated water or iced baths, because I feel that m their 
experienced hands this form of treatment is both success¬ 
ful and safe To the average doctor, however, heatstroke 
IS a comparatively uncommon emergency and treatment 
must be given at once with faahties readily available I 
can assure you that it is perfectly possible to treat success¬ 
fully hyperpyrexia of any mtiology by sponging with 
tepid water and a strong air blast from a fan, even in con- 
diuons of high relative humidity and high ambient 
temperature 


ILA r Insutute of Pathology and 
Tropical Mediant, 

Halion A>lesbur> Bucks 


R Mortimer 


Sir,—^Y our leader is very valuable Hyperthermia (as 
we used to call it) will follow the treatment of patients 
with malaria, sandfly fever, entenc fever, and influenza 
m uncooled hospital wards Cardiac failure is uncommon 


m hyperthermia, except when the condiuon has persisted 
untreated for some hours 


Servicemen have been known to report sick, with pyrexia, 
and been sent back to their quarters, and found hyperthermic 
and unconscious some hours later, in such cases cardiac failure 
IS not uncommon and the response to the most enlightened 
treatment is disappomtmg 

As you say, proper application of the prmciples of prevention, 
which are well known, should be everywhere applied, especially 
m Service commumties, and devices for effecuve coohng should 
be at hand in all situations where heatstroke is known to occur 
I emphasised this m 1937 ' 


St Margaret's Hospital, 
Eppmg 


Frank Marsh 


SPONTANEOUS FRACTURE OF THE FIBULA 
Sir,—D r Hobbs (Oct 22) raises an interestmg point 
when he states that in fatigue fractures of the fibula no 
adequate explanation of their occurrence has been given 
These fractures occur m two mam groups (1) the young and 
athletic and (2) the middle-aged and tired The case described 
clearly is of the second type Fatigue m bone may be compared 
m some respects to that m other materials such as metal 
When a metal column is subjected to repeated eccentric load- 
mgs, altematmg tensile and compressive strains occur and 
eventually lead to a fatigue or stress fracture This also 
happens experimentally in bone Gaynor Evans “ reported on 
subjectmg a piece of fibula to repeated cyclical loadmgs at 
5000 lb per square mch, and after 3,000,000 such loadmgs 
fatigue fractures occurred 

In life, however, bone has a built-m capacity to repair by 
osteoblastic action and only when the stimuli arc repeated 
sufficiently within the time taken to repair is a faugue fracture 
hable to occur This period is likely to be prolonged in the 
middle-aged Even then, if aching causes the acuvity to cease, 
the early fracture may pass unrecogmsed 

Windsor Roy MaudsleY 


POLIOVIRUS-NEUTRALISING ANTIBODIES IN 
STOOLS 


Sir,—D r Godtfredsen’s letter of Aug 13 reported 
failure to demonstrate pohovirus-neutrahsing antibody m 
the stools of 13 convalescent individuals We appreciate 
being informed of these results and hope that she and 
others will not cease efforts to determme the nature of 
resistance of the human ahmentary tract to pohovirus 
following infection with wild pohoviruses or the feeding 
of attenuated hving pohovirus vaccines Such alimentary 
resistance does not accompany Salk vaccmation 

Our commumcaUon ® reported the demonstration of specific 
anubody m the stools of 13 children recovering from poho- 
myehus Actually this represented only the positive results, 
the tests were performed m 93 convalescing patients and only 
13 mdividuals were posiuvc Once a given stool is demon¬ 
strated to contain type-specific pohovirus antibody, the 
observauon can be repeated and appreciable loss of titrc 
through storage and re-thawmg has not been observed The 
serotype of anubody observed m our 13 posiuve children were 
5 for type 1,3 for type 2, 4 for type 3 One child’s specimens 
neutrahsed types 1 and 2 When anubody was found m the 
stools the same type (and of course one or both remaimng 
types) of anubody was found in the serum As we pointed out, 
the stool anubody when found was always heterotypic to the 
mfcctmg virus, suggesting that those individuals’ alimentary 


acts had had previous exposurc(s) to pohovirus 
Deviauons m Dr Godtfredsen’s icclmiquc from ours 
iclude our use of a suspended-cell techmquc, which hw 
Ivantagcs m demonsmtmg “ low-avidity ” anubody, ana 
ir use of 0 25 ml of the stools tested mstcad of 0 1 ml 

Bnush Entnclopidia of Medical Practice \oI M, P 396 Londot 
Gaynor Eiana, F Streas and Strain in Bone Spnnglield, III 
Lanct: 1959, u, 272 


396 London 1937 
1957 


1 Guthne J , McCraken, A V Larctt^ 1960, t, 682 
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■Whether the test details per se are important is uncertam, but 
more children may need testmg our record of 13 of 93 
mdividuals (± 14%) suggests this Failure to demonstrate m 
vitro neutralismg antibody of the usual kmd m the stools of 
the remainmg 80 pauents may be purely techmcal or may have 
fundamental explanations The age of patient, time of stool- 
collecuons after the current infecuon, previous alimentary 
contact with the other serotypes of pohovinis, the “ secretor ” 
stams of the patient’s ahmeniary tract, and other factors may 
influence the results 

Ascertainmg the modus by -which the ahmentary tract 
resists infection after experience with hve •virus but not 
foUowmg mtramuscular vaccination is important from the 
epidemiological, chmcal, and general biological pomts of 
view It is hoped that smdies of this kmd with varymg 
approaches m techmque will be conducted by as many 
workers as can mterest themselves m this field 


XJniversit> of IxuisviUe, 
Kcntuckj 


Alex J Steigman 
Murray M Lipton 


STERIUSATION OF THE DIABETIC’S SYRINGE 
Sir, —The recent correspondence on this subject 
recommends several methods to be safe and trouble-free 
On the one hand. Dr Wauchope (Sept 10) doubted uhether 
sterilisation was necessary and described her fortunate personal 
expenence without any infections for many years But I fear 
that many ins ulin patients would have less high standards of 
cleanlmess than hers and this is a very important pomt not 
mennoned m the previous correspondence How well I 
remember a young woman who, after five years of 
trouble-free mjections, developed mystenous abscesses on 
both thighs TTie bath she received on admission to hospital 
for invesugauon stopped all further troubles, and she told me 
that she had moved to a house where there w as no bath and this 
explamed her abscesses 

What do the insulm manufacturers say m their msulm 
packages’ Nothmg very defimte. Most of them say that 
boilmg m tap-water is desirable but as that is not always 
possible, advocate keepmg the syringe and needles m spirit 
The balance of the advice given by your correspondents 
IS to favour spirit alone, although the mmator of the 
correspondence. Dr Stephen Carter, boils his syrmge 
four tunes a year and uses no spirit 

London, W 1 R D LAWRENCE 


SUICIDE 

Sir,—R eadmg Dr Stewart’s article of Oct 22 it is 
difficult not to feel compassion for many of the 85 suiades 
in his senes of 122 who had been suffermg from various 
painful or disabhng diseases 

Is it not time that the coroner’s court formulse, 
while the balance of his mmd was disturbed ” or 
while of unsound mmd ”, should be discarded m 
the absence of clear evidence of mental disturbance 
pnor to suicide ’ Some people who commit suicide to 
terminate a life that has become a life-sentence of mtract- 
able pam are takmg a step that seems sensible albeit 
desperate 

As you report last week (p 976), a BiU to provnde that 
suicide and attempted suiade should no longer be 
t^tutuual offences has been drawn up and approved by the 
^-tuiunal Law Revision Committee So need we penahse 
ffic smcide by castmg an unmented slur on his samty 
just because he has committed suicide ’ 

, , ^iih regard to attempted suiade. Prof E Stengel ’ 

■uas for a long time taught that one of its mam motivations 
IS the appeal of a desperate mdrvidual for help from his 
, ow-men Unless the family or friends of the attempted 


suiade are alerted to his dangerous dilemma by the 
smadal attempt, the only practical step likely to prevent 
a second, possibly successful, attempt would seem to be 
brmgmg ham brfore the courts and placmg him on 
probation on condition that he recaves necessary 
psychiatric treatment It is to be hoped that this potentially 
hfesavmg course will not be made more difficult if the 
new Bill becomes law 

London, W1 F R C CASSON 

THE NATURE OF ESSENTIAL HYPERTENSION 

Sir,—I really must take exception to the data which 
Dr Marshall (Oct 22) alleges add to the solution of this 
problem, and the conclusions he draws from these data 

My old chief. Sir Thomas Lewis, would not allow 
readings of blood-pressure taken by nurses to appear in 
saentific pubhcations The estimations which Dr 
Marshall uses were made by “ speaally tramed nurses at 
hourly mtervals durmg one day a patient spent m hos¬ 
pital” They were made to the nearest ev'en number 
Dr Marshall states that digit preference can be excluded 
because the nurses had no mcentive Nor had those 
employed by Boe, Humerfelt, and 'Wedervang * m their 
measurements made on 67,976 inhabitants of Bergen 
Yet digit preference was more marked than m any other 
senes I know 85% of systohc readmgs (senes i) ended 
wnth 0 and only 15% wrth 5 For diastohc readmgs the 
percentages were 87 and 13 respectively Diastohc 
pressures had a bimodal distnbution m the second but 
not m the first sample This bimodahty was most probably 
due to a change m the team of nurses makmg the measure¬ 
ments There IS no analysis m Dr Marshall’s paper of the 
dismbunon of readmgs, nor any evidence that steps were 
taken to assess how accurate the readings were 

As disturbmg is his statement “ Moreover, the blood- 
pressure figures used m this study were means of sis 
readmgs taken imder constant condiuons ” To those 
who work m the field of saence, “ constant conditions ” 
has a clear imphcanon, and is a state, m fact, very rarely 
achieved Dr Marshall’s 134 patients “ attended hospital 
for one day durmg which they rested on a bed m the 
supme position Their blood-pressure was recorded 
hourly for six hours by speaally tramed nurses, who read 
the sphygmomanometer to the nearest even number” 
One could perhaps imagme that from 10 to 4 the patients 
lay on a bed m a side-ward and were visited only by the 
nurses But this was not so “ Durmg the one day m 
hospital the patients had a physical exammation, chemical 
and rmcroscopic exammanons of the urme, estimation of 
the blood-urea and blood-cholesterol, an electrocardio¬ 
gram, and a radiographic examination of the heart and 
skull ” 

Dr Marshall’s averages of six -values, each to the 
nearest even number, will give him a senes of mtegers 
which perhaps he rmght take to one place of decimals 
As set out they are arranged m groups at mtervals of 
8 or 12 mm Hg He does not say how this groupmg has 
been done And yet it is vital to the conclusion the reader 
IS mvited to accept 

However, the worst feature of Dr Marshall’s paper is 
his evidence for bimodahty A protest has been made 
before agamst mterpretmg irregularities m frequency 
chstnbution cnirves as bimodahty, espeaaUy when the 
numbers are small Fortunately'Dr Marshall has now 
brought this practice to what must be the all-time low 


1 Lancet 1952, >, 1059 


1 Boe J ,Humerfelt S ,-Weder\ang, F Actamed stand 1957 suppl 321 
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He says “ The systohc pressures of patients over 60 years 
had a bimodal distribution irrespective of whether their 
parents died below or above the age of 65 (fig 5) ” 
Fig 5 shows the frequency distribution curve of 26 
patients whose parents had died under the age of 65 
Here are data taken from fig 5 for this group 


SystolicB P 

108 

120 

Frequency % 

Actual number 

J 

12 

3 

132 

4 

1 

144 

8 

2 

156 

12 

3 

168 

24 

6 

180 

16 

4 

192 

8 

2 

204 

12 

3 

Total 

100 

25 


The contention evidently is that a senes 13 12 3 
demonstrates bimodahty 

Finally^ supposmg that an analysis of patients between 
the ages of 31 and 70 showed that there were essentially 
two populations as regards blood-pressure—and has this 
not been shown by Dr Marshall ^—could this be accepted 
as evidence that essential hypertension is the mamfestaaon 
of a single gene ’ For Dr Marshall states “ It seems likely 
that the appearance of a group with raised blood-pressure 
IS caused by a hereditary factor—probably, as Platt 
suggested, due to a mendehan dominant ” It should be 
clearly stated that cerebral vascular disease consists of at 
least three entities occlusion of the arteries m the neck, 
of those withm the cramum, and cerebral hsemorrhage 
There is a strong suspicion that the last is more closely 
associated tvith grossly raised pressure than the first of 
these Dr Marshall says that these patients had “ what 
was judged on chmcal grounds to have been a non- 
embohc cerebral infarction ”, but, as previously reported,® 
his trial of anticoagulant treatment had to be stopped 
because of the incidence of fatal cerebrovascular accidents 
due to cerebral hxmorrhage m the treated group Had he 
mdeed demonstrated two populations in cases of cerebro¬ 
vascular disease this would have no bearing whatsoever 
on whether essential hypertension is or is not the manifes¬ 
tation of a smgle gene 

Oxford G W Pickering 

Sir, —Before some of your readers should be tempted 
to interpret the results found by Dr Marshall as cogent 
evidence in the conflict of views on the nature of essential 
hypertension, could we have the answers to some simple 
questions ’ 

(1) We are told that the subjects studied had all previously 
had vhat was judged to have been a non-cmbolic cerebral 
infarcnon In what ways were these survivors thought to be 
representative of all people suffering cerebral infarction, how 
were the subjects selected, and why were there 91 males and 
only 43 females when mortality-rates from vascular lesions 
involving the central nervous system show no gross sex 
difference 

(2) Having demonstrated such very different frequency dis- 
ttibutions of arterial pressure in the two sexes as those shown 
in fig 1 (fc) and (c), what is the jusufication for combming the 
two sexes in all subsequent analyses® 

(3) In analysing blood-pressure data for subjeas aged 31-70 
is It reasonable to use only two age-groups, above and below 60, 
when the evidence derived from the general populauon shows 
arterial pressure to be very sensitive to age® 

(4) The grouping of pressure into units of 12 mm Hg for 
systohc and 8 mm for diastolic pressure is unusual Could 
this hav e influenced the shape of the published curves ? 

The tvpe of study carried out by Dr Marshall could 
2 \lanhall J Paihopcnesis and Treatment of Occ1um\c Attcnal Disease 

p 99 London,1960 


be repeated m many hospitals in the country but 
have httle value unless confirmed in less highly s , 
populations Before we are confused by more ant 
bimodal curves, may I make a plea. Sir, that 
should pubhsh their data in a form that enables inti' ^ 
readers to evaluate them and allows comparison wifl'' 
pubhshed work, and particularly with the careful 
Platt and Pickering Pictures alone are unsatisfac'7 


Llandough Hospital, 
Penarth, Glamorgan 


W E Ml 


Sir,—T here seems to be a growing and unfoij 
tendency, especially in commumcations on hypertr 
to argue from diagrams The latest example is the 
of Dr Marshall, who rehes upon them entirely anr_^‘ 
no figures at all It must be adnutted, however, t" 
sm IS a minor one, for as his numbers are very sir" 
corresponding frequencies can be reconstructeC" 
almost complete accuracy from his curves showir"' 
centages Nevertheless, one would hke to have thr"' 
data in less coarsely grouped form And, incidP^ 
how can pressures measured to the nearest even n--® 
be added so as to yield the series of figures she"- 
group centres in all the diagrams ® 

The following opemng paragraph has appeal f 
chapter ii m all successive editions of R A i 
Statisttcal Methods for Research Workers, right back 'r' 
first edition of thirty-five years ago 

“ The preliminary examination of most data is facilitated^ 
use of diagrams Diagrams prove nothing, but bring outs'll 
features readily to the eye, they are therefore no substitute I 
critical tests as may be applied to the data, but arc vali^^t 
suggesting such tests, and m explaining the conclusions i" * 
upon them ’ J- 

The current discussion on the nature of es’'M 
hypertension will be greatly helped if these wise wopUs 
remembered, and if authors give as much of theipdy 
data as possible, apply smtable tests, and in parh; 
explain just what they have done, desiderata stri' ii 
lacking m some recent papers The curves can thei^-3 j 
their proper purpose of illustration and hght relief 'Ut 

M R C Clinical Gencucs Research Unit, y a Wr.At.rT, 

London, WC I J A FRASERKOBE^^ 

Sir,—I t has been pomted out to us that we ti; 
wrong (Oct 15) in saying of Miall and Oldham’s 'ih, 
that there were only 24 subjects with diastohc pK-tiJ 
“ greater than 100 mm Hg ” This should hav' lu, 
“ 105 mm Hg and greater ”, &c We are very soi Ib« 


S L morri*:; 1 


London, E 1 


J N Morris 




If.' 


CYCLICAL (EDEMA AND SHOCK 
Sir, —I read with great interest your leading aru 53^ 

Oct 1 You mentioned that apparently the urine w'xt^ 

tested for hydroxymdole-acetic acid m the pane 
described ® j--. 

In the mterest of completeness, I should hke to adsuy 
although we did not include this m the pubhshed r^t. 
the 24-hour urinary excreuon of 5 -hydroxyindole 
acid was measured on 5 occasions m this patient, inc JN 
during a shock phase, during a recovery phase, and 
a Ume when she was asymptomatic These dctermin-xlt, 
were performed by Dr O Dhodanand Kowics 
New York Hospital The values were all between 
3 mg per 24 hours (normal up to 8 mg pet 24 ho 


New York. 


1 Cltn Sci 1958, 17 409 ^ 

2 Amcr J tned 1960, 29 193 
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„ “1 MODERN' CLINICAL BIOCHEAUSTRY 
hi —I vrould not put the clock back 50 ^ea^s as Dr 
ir-tSiv forbids (Oct 29), but 113 sears and quo'e from 
b —hovt’s paper, Standpomts in Saenufic Medicme 
r-juJ can learn much firom chermstrT, but \s e will has e to 

_, Te for ourselves the privilege of apphnng its findmgs ” 

ritihow was familiar with the appreciable number uho 

-1 Dr Hendry’s outlook m his 1855 paper on Cellular 

clogs he writes “ The condescension uath uhich the 
‘ —cnents of chemical and phvsical viesspomts—es en 
who hate only a sery imperfect understanding of 

_hOscopic anatomv—^look down on morphologv is 

flknown ” 

^ ,oin my student days I has e had the highest regara for 
'd we receive from competent biochemists if thev 
idieir nght place m the team thes are mshluable I 
.^.Eglv dishke sphttmg the pathologs department mfo 
or more svatertight compartments \Yhenes er I look 
' |a mv microscope problems in bactenologs, hsmato- 
or biochemistrs arise, with the aid of one or other 
of my team these are foUoss ed to the ads antage of 
clmiaan and patient Our biochemist regularh draws 
■ f attention to problems which should be follow ed m 
^,ia departments Without a medical training sers few 
' accemists are safe m adsismg on the meaning of mans 
^ taeir findmgs A good example of the mterdependence' 
' "'tile four departments of the pathological laboratorv v-as 
ni-a of 23 admitted to one of our surgical wards m a 
:: He of diabetic coma When the biochemist told me of 
■■ - 5 verv high blood-sugar I at once asked whv he w as m a 
Ugial ward it svas because he had had a bladder-neck 
; ^’stHioa for enuresis there three months before I dis- 
nered that he was not then a diabetic, so we at once 
^^^tammed his blood for seventv of infection (if ans), and 
- ^ 'ffioe for pus and orgamsms The real diagnosis w-as 
^ Uiddy established as pi onephrosis, and unfortunate]v 
, foved at necropsy To me aU sections of the laboratori 
■e equally important in general Who is the most impor- 
^ ' Ht departmental head \ anes with the case, for the s oung 
lan just mentioned I would say it was the hmmatologist 
he said clearly death from infection is mentable 
• ^ ab'ence of successful treatment 
‘ The quesnon of who is the most important, the patho- 
^ 'pst or one or other of the technical heads of departments, 
absurd one It is well answered b> Leo Tolstos m 
' story Three Questions written m 1903 (in 

/V vsnty.'Thfg^ Tales) I hope Dr Hendry and others who 
'nk like him wiU read this The practical pomt is that 
pathologist IS usually the onlv one who can brmg all 
cuoas of the laboratory to the aid of the climaan, he 
' 3ll others can cheat death when he calls too soon 
greatest emotional satisfaction is to be found m 
^^neral practice, the greatest mtellecrual sansfacnon m the 
^ ' ’^logical department The former is warm, the latter 
■c often cold, that is why manv of us feel like Dr Hendry 
^ tunes If this emotional satisfaction is wanted, do not 
3 physiaan or surgeon as Professor Cappell 
^suggests, for they occupv a half-wav posinon, 
tarn a medical qualification and enter general pracnce 
^ Hendrj may be shocked to know that to me the 
V'J'^^nust ranks equally with the semor techmaan m 
^^I'Hmatologj, bacteriology, and histologs I do 
which is the most important until I know the 
^ If ihe trainmg of a biochemist is more difficult, 

•v“ all ■Will not agree vnth this, thej should be paid 
-re as thej are This makes a psychological barrier 
sen them and the techmcal heads of the other depart¬ 


ments which a wise biochemist will do all m his power to 
destroi 

Biochemists are not at the crossroads lookmg four ways 
at once at the moment thev are looking on the way out 
onli If that happens it will be a tragedi Ve do not 
have far to look to see non-medical biochemists who are 
mvaluable m the practice of medicme, thev are professors 
or of that cahbre This is taken to mean, bv some, that 
all we need to do to obtam a good biochemical service is 
to appomt a good chemist m charge of it and then keep 
awav This is nonsense M> biochemistiy department 
owes a lot to men with medical qualifications, these are 
ideal but m short supplv Ev en Dr Hendrv might allow 
that the greatest chmcal biochemist of aU tune was the 
medicaUv qualified Paul Ehrhch 

How should the pathological services of the future be 
planned’ Division mto a number of watemght com¬ 
partments IS an evil which mav be necessarv m places 
The right thing seems to me a large general chmcal 
laboratoiy where a problem in a patient is studied, not 
just a test performed This should be backed bv small 
reference laboratones m the same building Most of the 
routme biochemistry should he done m the chmcal 
laboratory—^mduding the blood sugars and ureas for 
which Dr Hendry has such contempt, though if I could 
have only two biochermcal mvesnganons I would pick 
these 

How should jumor and semor members of the medical 
profession use the pathological services’ I give two 
answers to this Because so manv tests are needed the 
pathologist can no longer attend to all Manv are straight¬ 
forward and the patient progresses well, these cases justifv 
a request for a given test Manv panents are diagnosnc 
problems or are unsansfactorv If a patient is, sav, 
unsatisfactory after an abdo min al operation I like the 
surgeon to teU me what he did and mvite our help At 
the moment many are obsessed with biochemistry to the 
exclusion of the other branches The correct use of all 
departments will mvanably say pentomns, ileus, both or 
neither We want to know the process, not some min ute 
detail of It When we begm our training with the micro¬ 
scope we use the highest magmficanon we can get, and 
feel that if we could only obtam somethmg larger we would 
know ev ervthing As we become more experienced we use 
the lowest magmficanon so that we can see the process 
This earns us scorn from the most jumor mv son, when 
a dental student, assured me that I only guessed at such 
a low magmficanon I fancy that many, w ho should know 
better, feel that m biochemistry they have somethmg 
of higher magmficanon than the electron microscope 
Perhaps they have, but the sap m a leaf teUs you httle 
about the plant and less about the forest. 

May biochemists read Leo Tolstov and r emain our 
honoured colleagues Mav I be permitted to salme 
Professor CappeU’s masterly surv ey 

De^by^lure Royal Infirman, /- 'o /-v 

Derbj G R OSBORK 

Ser, —^There is an element of truth m Dr Hendry’s 
statements about the mterrelanonship of “ pathologist ” 
and biochemists, but surely manv wiU think he ov erstates 
his case, and confuses any senous analvsis of tne posinon, 
both by his causnc wit and blatant tmsuse of the names of 
the reactants It is patently absurd to implv that each 
large hospital should have an autonomous biochemistry 
department such a sepanst mov ement would be harmful 
to the panent and the dimaan, and more pamcularly to 
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the biochemist himself What is clearly needed is a greater 
integration of the laboratory scrvicesj botli witlun their 
own house and witlun the framework of the hospital as a 
whole No hospital worker, be he physician, surgeon, 
histologist, or biochemist, can go it alone, even if the latter 
thinks he can do it all himself It is, of course, platitudin¬ 
ous to say there is no place for the enthusiastic amateur in 
this modern scientific work, each specialist must overtly 
be trained as such, but he would be a fool indeed to sup¬ 
pose he alone has sometlung to offer the patient, whatever 
the latter’s disease 

Pathology is the study of disease however Dr Hendry 
may interpret biochemistry to himself, in clinical practice 
It IS the application of chemistry to the study of human 
disease, and it must follow that even he is to some extent 
a pathologist I personally would like the terms patho¬ 
logist and pathology laboratory, as currently used, to be 
discontinued, in hospitals at least Instead, the terms 
bacteriologist, biochemist, biophysicist, ha.matologist, 
lustologist, or virologist could be used according to taste 
each woiker should have an individual laboratory, but all 
should be contiguous and in one central building, so 
having common meeting and stamping grounds Medicine 
and pathology have both suffered enough enthusiastic 
divisionists already without further chemical schizists 


County Hospital, 
Lincoln 


J R H Pinkerton 


HYDROCORTISONE AND CORTICOTROPHIN 
IN HERPES ZOSTER 

Sir, —During the past three months I have been using 
short courses of intensive hydrocortisone 10 mg 11 d for 
four days in severe cases of herpes zoster—with dramatic 
results 

Severe pain is relieved in two days and herpetic vesicles 
seem to scab and separate at an earlier period 1 lus has been 
particularly noticeable in severe herpes of the ophthalmic 
division of the 5th nerve TIus treatment has also been used 
for herpes involving cutaneous branches of the brachial plexus, 
again with dramatic improvement 

I do not seem to have seen tlus reported elsewhere The 
same improvement has been seen with the use of corticotroplun 
long-acting gel (40 units six-hourly for three days) 

Rugby J A Wakis Miller 

VIRUS INFECTIONS DURING PREGNANCY 
Sir, — 1 read your leader of Oct 8 witli much interest, 
because it fell to me to review this topic at the First 
International Conference on Congenital Malformations 
held m London in Julj, 1960 

May I take this opportunity to encourage those readers 
who may be continuing to investigate the outcome of 
rubella in pregnancy to arrange for the assistance of a 
laboratory where virus diagnostic tests can be performed ? 

Although the rubella virus has not yet been isolated— 
and we have had many negative results in Toronto—the 
Echo viruses that may cause a similar clinical syndrome 
can be readily grown in tissue culture 
Work done on the Echo viruses m Canada and many 
other parts of the world has convinced me that a diagnosis 
of “ rubella ” or “ german measles ” obtained from a 
patient must be considered unreliable Even a physician 
may mistake infection with an Echo virus (especially 
tvpe u) for rubella In differentiation, it is important to 
note the short incubauon period of Echo infections 
(3-5 davs) 

Epidemiological studies such as those commented on m 
your editorial have produced substantial results Such 


studies may, however, prove even more rewarding in ' 
future wlien epidemiological techmques arc corrcL ' 
Witli the more precise laboratory tecliniqucs of 6 
modern medical virologist 

School of Hypicnc, a t / 

University of Toronto A J RHODES I 


FATAL RESPIRATORY OBSTRUCTION DUE TO 
FAULTY ENDOTRACHEAL TUBE 


Sir,—I have encountered tlus phenomenon of rcspin 
tory obstruction due to faulty endotracheal tube on tlitc 
occasions Simple deflation of tJie cuff has relieved th 
obstruction immediately, and the operauon has beta 
proceeded with There is no need to change the tube 
A few weeks after my first case our registrar encountcreJ 
this mishap, and deflation of the cuff again reversed a 
potentially serious position 


Morriston Hospital, 
Swansea 


J M Lewis i 


HAZARDS OF BARIUM-SULPHATE ENEMA 
Sir,—Y our annotation of Oct 8 refers to barium 
sulphate pulmonary embohsm The following case may 
therefore be of interest as a record of a further hazard 
in relation to this common diagnostic procedure 

A fit man of 70 was referred from the outpatient dtpartmeni 
for barium enema He complained of mucous diarrhcca. 
Technically the enema was uneventful On walking from tlit 
X-ray t iblc he complained of sudden severe abdominal pur 
and collapsed to the floor The radiologist reported that he vvai 
unconscious for some seconds He was transferred immcdiatcl) 
to a general medical ward 

When examined he was conscious, complaining of generalised 
abdominal pain and mentioned a transient sharp left-sided 
chest pain No peripheral pulses were detectable, blood 
pressure was unrecordablc and the jugular venous pressure 
was raised It was then observed that a striking generalised 
erythema was developing it reached a maximum some 45 
minutes after completion of the enema, and faded gradually 
over the next 6 hours 

Immediate resuscitation was symptomatic, using oxygen, 
morplunc, intravenous pressor agents, and intramuscular 
promethazine Clicst X-ray, plain X-ray of the abdomen, elcc 
trocardiogram, scrum-transaminases, and urinary S-hydroxy 
indolc-acctic acid were all subsequently shown to be normal 
The barium enema showed a few diverticula in the sigmoid 
colon but no other abnormality The patient made an 
uneventful recovery and was discharged 10 days later The 
cause of his abdominal pain remains obscure 

In view of the negative findings and the clinical picture, 
this man may have had an acute hypersensitivity rcaaion 
The barium enema was made up in 1% tannic acid and wav 
preceded by colonic irrigation with tap-water followed by 
' Vcripaquc ’ enema A similar investigation 4 months pre 
viously with the same preparauon was entirely uneventful 
Skin tests using 1% tannic acid were negative 

Fatal collapse due to proven barium-sulphate pul 
monary embolism has now been reported ' A second case 
in which tins diagnosis seems highly probable, although 
necropsy was not allowed, has recently been recorded’ 
Acute “ water intoxication ” m the preparation of children 
for barium enema is now a wcll-recogniscd and some¬ 
times fatal hazard But the condition I have described 
docs not seem to have been recorded previously 

Over 1000 barium enemas arc performed annually in 
this hospital, no member of the st iff of the department of 
radiology has seen or heard of a similar case Althou gh, 

1 Tfuemner, K At V-inlandinplnm, H J Amer med Asi 1960, 173, 
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srefore, a most unusual event, its seriousness seems to 
irrant more general recogmtion We are hopmg to do 
rther studies m an attempt to determme the nature and 
use of this reaction It would be mterestmg, mean- 
ule, to hear of any similar madent 

[ should lil-e to thauL Dr G D Hadley for his ad«ce and per- 
ssion to publish this case 


Middlesex Hospilal, 
London, W 1 


B R Webster 


ACUTE COPPER POISONING 


Sir,—^T he paper b> Professor Semple and his colleagues 
iept 24) IS very timely, espeaally because the possibihty 
' toxic hazards from copper heatmg vessels does not 
em to be generallv appreaated ^ 

It may be of mterest to recall that Dr Harold Jacobzmer, 
sistant cotmmssioner of the Nett York City Department of 
ealth, commented last year on the tOMC hazards of copper 
tveU as other metals m hot tap-water drawn from corroded 
pes lined by these metals = He said that he had m his files 
the report of an. mtestigaaon of a case where set etal persons 
:came ill due to excessive copper m water drawn from the 
ittom of a hot water tank ” Jacobzmer was commentmg on 
paper ’ which had recommended the use of hot tap-water m 
le preparanon of infant feeds 


Memorial Hospital of Long Beach, 
Long Beach, California 


George X Trimble 


ORAL TREATMENT OF PERNICIOUS ANffiMIA 
WITH LOW DOSES OF H P P /I 
Sir, —^Dr Varadi(Oct 15)mustreahsehow mcreasmgly 
ifficult It has now become for us to assess the significance 
f his findmgs, faced as we are tvith three differing 
escnpuons of the treatment given, and the responses 
btamed, from the same ten cases It is also a matter of 
ame surprise to find that he classifies a case as “ relapsed ” 
Sept 17) when, m fact, the pauent did not suffer a 
etenoration m the blood-picture at all, but merely a fall 
a the serum-Bi 2 level when the daily dose was reduced 
rom 300 gg to 100 gg of B^ 

Fmally, it is a httle disappomtmg that Dr Varadi has 
tiU declmed to explam the saentific basis of his mter- 
iretanon of serum-Bn levels, when apphed to this 
larticular form of therapy We do not doubt that the 
estimation may be of some value m confinrung a diagnosis 
n the untreated case of pernicious anffitma, but we would 
ike to know what evidence he has for the conclusion m the 
lenulnmate paragraph of his letter of Sept 17, that 
iermn-Bi 2 levels also reflect the degree of mtestmal 
ibsorpnon, on this particular form of therapy 

F S Moonei 

St Helens Hospital J ^ HeATHCOTE 

Str,—L ike Dr Vaiadh and Mr Elwis (Sept 17) 1 
liave been mvestigatmg the serum-vitanun-Bij levels of 
patients with permaous antemia m relapse who have 
been treated with vitamm-B,,/peptide (‘ Distivit ’) 

In 8 such pauents receivmg 200 pg daily or less, follow ed for 
periods of three to eighteen months, the serum-B,. concentra¬ 
tion rose above 200 pug per ml m 1 case only A further 2 
patients given 500 pg daily for a penod of eighteen months 
mamtamed serum levels around 400 pug per ml These 
results ate broadlj similar to those previously reported * usmg 
Oral crystalhne vitaimn B, With the excepuon of 1 patient 
receivmg 100 pg daily, all these cases reached and mamtamed 

1 y Amer mcd Ass 1960, 174 550 
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normal values of hannoglobm, red-cell counts, and packed¬ 
cell volumes, so Dr Mooney and Dr Heathcote (Oct 1) could 
agam, on this evudence alone, question the scienufic basis for 
usmg serum-vitamm-Bi 2 lev'els as proof of adequate dosage 
I submit howev er that, as a general concept of rational therapy. 
It IS desirable to give a sufficient amount of the vitamm to 
mamtam the serum level near the average normal mean—^that is, 
about 400 ppg per ml It therefore seems necessary, if oral 
treatment for permcious anamua is considered desirable for a 
particular patient, that over 200 pg daily should be ad- 
numsteted, whether the vitamm B,, is m a crystalhne form or 
a peptide complex 


Co\ entry and Warwickshire Hospital, 
Co\ entr> 


N K SmNTON 


BROADER MEDICAL TEACHING 
Sir,—M ay I comment on vour interesting annotation 
Broader Medical Teaching (Oct 22) ^ 

On Oct 23, 500 general praennoners attended our third 
Medical World Conference One of the subjects was 
“ Trammg for General Practice ” From the discussion, 
several attitudes became apparent 
(a) The G P s agreed unanimously that their medical-school trammg 
had not fitted them for their work, (6) that, mth few exceptions, 
hospital doctors who had tramed them had little knowledge or under- 
standmg of the problems facing the G P , (c) that, despite a growing 
awareness of these deficienaes m trammg, the situauon has not 
improved of recent y ears 

In a laudable attempt to correct an unbalanced system of 
trainmg, some umversmes and the College of Generi Pracn- 
Uoners have mtroduced schemes to allow medical students to 
see somethmg of general pracuce during their trammg Apart 
from local schemes which allow students to spend a few weeks 
with selected G P s, there are the Edmburgh and Manchester 
Umversity schemes On a more ambitious scale the Inverness 
Regional Hospital Board is providmg rotating mtemships, 
which mclude attachment to G P s, and the Wessex, scheme 
financed by one of the Nufiield Trusts is seekmg to provide 
young GPS with a chance to see somethmg of all three branches 
of the Service 

No-one would wish to mimmise these efforts Yet 
surely they leave the mam problem unsolved The 
hospital teacher who will contmue to form the mmds of 
new generations of students is stiU out of touch with the 
problem of general practice How can this be otherwise 
when the career structure m the hospital field demands 
that the young tramee consultant should unremittingly 
follow the narrow Imes of his speaalty ’ 

I suggested at our conference that the problem could be 
partly solved if every future teacher m the hospital service 
had to spend a penod m general practice—a proposal 
which was warmly welcomed The time to do so w ould be 
between the registrar and semor-registrar appomtments— 
1 e 3 before the young speaahst sets his foot on the ladder 
from which he dare not fall off If the time spent m 
general practice were made a condition of appomtment to 
a semor-registrar post, no-one would gam an unfair 
advantage 

Unlike the g p tramees, these young aspiring speaahsts 
would not have to be taught general practice by selected 
good GPS Their need is to see the reahues of practice m 
all Its forms They could be attached to four different 
types of practice for six weeks each, and could learn 
qmckly some of the problems facmg the mdustnal, semi- 
urban, rural, and seaside G P In all, this would occupy 
only SIX months of their working hves, yet it could have a 
profound and benefiaal effect on the future trauung of 
the medical student—and, mdeed, on British medicme 

Bruce Cardew 

London, W C 1 Editor, Medical World 
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the biochemist himself What is clearly needed is a greater 
integration of the laboratory services, both tvithm their 
own house and within the framework of the hospital as a 
whole No hospital worker, be he physiaan, surgeon, 
histologist, or biochemist, can go it alone, even if the latter 
thinks he can do it all himself It is, of course, platitudin¬ 
ous to say there is no place for the enthusiastic amateur in 
this modern scientific work, each speciahst must overtly 
be tramed as such, but he would be a fool mdeed to sup¬ 
pose he alone has somethmg to offer the pauent, whatever 
the latter’s disease 

Pathology is the study of disease however Dr Hendry 
may interpret biochemistry to himself, in chmcal pracace 
It IS the apphcation of chemistry to the study of human 
disease, and it must follow that even he is to some extent 
a pathologist I personally would hke the terms patho¬ 
logist and pathology laboratory, as currently used, to be 
discontinued, in hospitals at least Instead, the terms 
bacteriologist, biochenust, biophysicist, htematologist, 
histologist, or virologist could be used according to taste 
each worker should have an individual laboratory, but all 
should be contiguous and in one central bmlding, so 
having common meeung and stamping grounds Medicine 
and pathology have both suffered enough enthusiastic 
divisiomsts already without further chemical schizists 


County Hospitali 
Lincoln 


J R H Pinkerton 


HYDROCORTISONE AND CORTICOTROPHIN 
IN HERPES ZOSTER 

Sir,—D uring the past three months I have been usmg 
short courses of intensive hydrocortisone 10 mg 1 1 d for 
four days m severe cases of herpes zoster—with dramatic 
results 

Severe pain is relieved in two days and herpetic vesicles 
seem to scab and separate at an earlier period Tlus has been 
parucularly noticeable in severe herpes of the ophthalmic 
division of the 5th nerve This treatment has also been used 
for herpes involving cutaneous branches of the brachial plexus, 
agam with dramatic improvement 

I do not seem to have seen this reported elsewhere The 
same improvement has been seen with the use of corticotrophm 
long-actmg gel (40 umts SL\-hourly for three days) 

Rugbj J A Wakes Miller 

\TRUS INFECTIONS DURING PREGNANCY 
Sir,—I read your leader of Oct 8 wth much mterest, 
because it fell to me to review this topic at the First 
International Conference on Congeiutal Malformations 
held m London m July, 1960 

May I take this opportumty to encourage those readers 
who may be continumg to imesugace the outcome of 
rubella in pregnancy to arrange for the assistance of a 
laboratory w here virus diagnostic tests can be performed 
Although the laibella virus has not yet been isolated— 
and we hate had many negative results in Toronto—the 
Echo tiruses that may cause a similar chmcal syndrome 
can be readily grown m tissue culture 

Work done on the Echo tiruscs m Canada and many 
other parts of the world has convmced me that a diagnosis 
of “ rubella ” or “ german measles ” obtamed from a 
patient must be considered unrehable Even a physician 
mav mistake infection with an Echo virus (espeaally 
tv pc 9) for rubella In differennation, it is important to 
note the short incubation period of Echo infections 
(3-5 days) 

Epidemiological studies such as those commented on m 
vour editorial have produced substantial results Such 


studies may, however, prove even more rewarding m the 
future when epidemiological techmques are correlated 
with the more prease laboratory techmques of the 
modern medical virologist 

School of H^icne, a t t> 

University of Toronto A J RHODES 


FATAL RESPIRATORY OBSTRUCTION DUE TO 
FAULTY ENDOTRACHEAL TUBE 


Sir,—I have encountered this phenomenon of respira¬ 
tory obstrucuon due to faulty endotracheal tube on three 
occasions Simple deflation of the cuff has reheved the 
obstruction immediately, and the operation has been 
proceeded with There is no need to change the tube 
A few weeks after my first case our registrar encountered 
this mishap, and deflation of the cuff again reversed a 
potentially serious position 


Mornston Hospital, 
S\\ansea 


J M Lewis 


HAZARDS OF BARIUM-SULPHATE ENEMA 
Sir,—Y our annotation of Oct 8 refers to barium- 
sulphate pulmonary embohsm The following case may 
therefore be of interest as a record of a further hazard 
in relation to this common diagnostic procedure 

A fit man of 70 was referred from the outpatient department 
for barium enema He complained of mucous diarrhaa 
Techmcally the enema was uneventful On walking from the 
X-ray table he complained of sudden severe abdominal pain 
and collapsed to the floor The radiologist reported that he was 
imconscious for some seconds He was transferred immediately 
to a general medical ward 

When exammed he was conscious, complainmg of generalised 
abdominal pain and mentioned a transient sharp left-sided 
chest pain No peripheral pulses were detectable, blood- 
pressure was unrecordable and the jugular venous pressure 
was raised It was then observed that a strikmg generalised 
erythema was dcvelopmg it reached a maximum some 45 
mmutes after completion of the enema, and faded gradually 
over the next 6 hours 

Immediate resuscitation was symptomatic, using oxygen, 
morphine, intravenous pressor agents, and intramuscular 
promethazme Chest X-ray, plam X-ray of the abdomen, elec¬ 
trocardiogram, serum-transaminases, and urmary 5-hydroxy 
indole-acetic acid w ere all subsequently shown to be normal 
The barium enema showed a few diverticula in the sigmoid 
colon but no other abnormality The patient made an 
uneventful recovery and was discharged 10 days later The 
cause of lus abdominal pam remams obscure 

In view of the negative findings and the clmical pirturc, 
this man may have had an acute hypersensitivity rcacuon 
The barium enema was made up m 1% tannic acid and was 
preceded by colonic irrigation with tap-water followed b) 

‘ Veripaque ’ enema A sinular investigation 4 months pre¬ 
viously wnth the same preparation was enurcly uneventful 
Skm tests usmg 1% tannic acid were negative 

Fatal collapse due to proven barium-sulphate pul 
monary embolism has now been reported '■ A second case 
m which this diagnosis seems highly probable, although 
necropsy was not allowed, has recently been recorded 
Acute “ water intoxication ” m the preparation of children 
for barium enema is now a well-recognised and 
umes fatal hazard But the condiuon I have described 
does not seem to have been recorded previously 

Over 1000 barium enemas are performed annually m 
this hospital, no member of the staff of the department o 
radiology has seen or heard of a similar ca se Althoug , 
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therefore, a most unusual event, its senousness seems to 
•warrant more general recognition We are hopmg to do 
further studies m an attempt to detenmne the nature and 
cause of this reaction It vrould be mterestmg, mean- 
vrhile, to hear of anv similar madent 
I shoUd like to tnsnk Dr G D Hadlcv for his advice and per- 
missioa to publish this case 


Middlesex Ho^t3l, 
Leaden ^ 1 


B R Webster 


ACUTE COPPER POISONING 


Sir,—^T he paper bv Professor Semple and his colleagues 
(Sept 24) IS verv umelv, espeaallv because the possibihtv 
of toac hazards from copper heatmg vessels does not 
seem to be generally appreciated 
It mav be of mterest to recall that Dr Harold Jacobzmer, 
assistant commissioner of the New York Otv Department of 
Health commented last year on the tome hazards of copper 
as well as other metals m hot tap-water drawn from corroded 
pipes Imed bv these metals - He said that he had m his files 
“ the report of an mvesnganon of a case where set eral per=oas 
became ill due to escessive copper m water drawn from the 
bottom of a hot water tank ” Jacobzmer was commentmg on 
a paper ’ which had recommended the use of hot tap-'water m 
the preparanon of infant feeds 


^lcz:cn 2 l Hospital Lens Beach 
Lens Becdi, CJifcTiin 


George X Tremble 


ORAL TREATMENT OF PERNICIOUS ANfEhUA 
WITH LOW DOSES OF HJ P /I 

Sir,—^D r Varadi (Oct-15) must reahse how mcreasmglv 
difficult It has now become for us to assess the significance 
of his findmgs, faced as we are with three diffenng 
aesenpuons of the treatment given, and the responses 
obtamed, from the same ten cases It is also a matter of 
some surprise to find that he classifies a case as “ relapsed ” 
(Sept, 17) when, m fact, the patient did not suffer a 
detenoration m the blood-picture at all, but merelv a fall 
m the serum-B,; level when the dailv dose was reduced 
from 300 ,ig to "lOO !ig of Bj. 

Finallv, it is a httle disappomnng that Dr Varadi has 
still declined to esplam the saennfic basis of his mter- 
pretanon of serum-Bi. levels, when apphed to this 
particular form of therapv We do not doubt that the 
estimation mav be of some value m rfi nfirmin g a diagnosis 
m the untreated case of pernicious anmmia, but we would 
like to know what evidence he has for the conclusion m the 
penultimate paragraph of his letter of Sept 17, that 
serum-Bj, levels also reflect the degree of intestinal 
ab'orpnon, m rkis pamailar form of therapy 

F S Moonet 

St. Heltvis Hcsspital J HEATHCOTE 


StR,—like Dr Varadi and Mr Elwis (Sept. 17) I 
have been mvesngating the serum-vrtaimn-Bis levels of 
panents with pemiaous anserma in relapse who have 
been treated with vitamm-Bu/peptide (‘ Distivit ’) 

In 8 such paneam receivmg 200 ug dailv or less, followed for 
penods of three to eighteen months, the serum-Bi- concentra- 
non rose above 200 a.j.g per ml m 1 case only A further 2 
patients given 500 JLg dahv for a penod of eighteen months 
mamtamed serum levels around 400 uog per ml These 
results are broadlv similar to those previouslv reported ‘ tismg 
Oral crvstallme vitamm B, With the excepnon of 1 panent 
tecervmg 100 j.g dailv, all these cases reached and mainrainp. d 
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normal values of hamioglobm, red-cell counts and packed- 
ceU volumes, so Dr Moonev and Dr Heathcote (Oct 1) could 
agam, on this evidence alone, quesnon the saennfic basts for 
usmg serum-'vitaima-Bi. levels as proof of adequate aosage 
I submit however that as a general concept of rauonal therapv. 
It IS desirable to pve a suffiaent amount of the vitamm to 
mam tarn the serum lev el near the av erage normal mean—that is, 
about 400 JLJLg per ml It therefore seems necessarv, if oral 
treatment for pemiaous anamua is considered desirable for a 
pamcular patient, that over 200 ag daily should be ad¬ 
ministered, whether the vitamin B,. is m a crvstalhne form or 
a pepade complex 

Cov=nninnd^^h.«Ho<pnd, NKSHtNEON 


BR04DER MEDICAL TE.4CHING 
Sm,—Ma> I comment on vour interesting annotation 
Broader Medical Teachmg (Oct 22) ’ 

On Oct 23, 500 general pracntioners attended our third 
Medical World Conference One of the subjects was 
‘ Training for General Pracnce ” From the discussion 
several attitudes became apparent 
(o) The GPS agreed unanimoi-Slv that their medical-school tranimg 
had not fitted them for their work, (r) that, with few exceptions 
hospital doctO"s who had trained them had httle knowledge or under¬ 
standing of the problems facmg me G p , (c) that, despre a growmg 
awareness of these deficienaes m training, the situation has not 
improved of recent vears 

In a laudable attempt to cortea an imbalanced svstem of 
tra in i n g, some umversmes and the College of General Pracn- 
noaers have mtroduced schemes to allow medical students to 
see something of general practice durmg their trammg Apart 
firom local schemes which allow students to spend a few weeks 
with seleaed G p s, there are the Edmburgh and Manchester 
Umversitv schemes On a more ambmous scale the Inverness 
Regional Hospital Board is prondmg rotatmg mtemships, 
which include attachment to g p s, and the Wessex scheme 
financed bv one of the Nuffield Trusts is seekmg to provnde 
voung GPS ■with a chance to see somethmg of all three branches 
of the Service. 


No-one would wish to minimi se these efforts Y’et 
surelv they leave the mam problem unsolved The 
hospital teacher who will contmue to form the minds of 
new generanons of students is still out of touch with the 
problem of general pracnce How can this be otherwise 
■when the career structure in the hospital field demands 
that the young tramee consultant should unrermttmglv 
follow the narrow Imes of his speaaltv ’ 

I suggested at our conference that the problem could be 
partlv solved if every future teacher m the hospital service 
had to spend a period in general pracnce—a proposal 
which was warmlv welcomed The nme to do so would be 
between the registrar and senior-registrar appomnnents— 
1 e, before the young speaahst sets his foot on the ladder 
firom which he dare not fall off If the nme spent m 
general pracnce were made a condinon of appomnnent to 
a semor-registrar post, no-one would gam an unfair 
advantage 

Unlike the G P tramees, these voung aspiring speaahsts 
would not have to be taught general pracnce bv selected 
good G J s Their need is to see the reahnes of pracnce m 
all Its forms Thev could be attached to four different 
tvpes of pracnce for six weeks each, and could learn 
quickly some of the problems facmg the mdustnal, senu- 
urban, rural, and seaside G p In all, this would occupy 
onlv SIX months of their workmg hves, vet it could have a 
profound and benefiaal effect on the future traimng of 
the medical student—and mdeed, on Bnnsh medicme 


Brlce Cardem 

Ed-to-, Mci. nl tVald 


London "^01 
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ALAN BROWN 
MD Toronto,FRCP(C),FRCP 
Dr Alan Brown was one of the pioneers of piediamcs 
in Canada For over thirty years he was physician-m- 
chief to the Hospital for Sick Children in Toronto, and 
when a chair of pediatrics was set up in the University 
of Toronto in 1935 he was appointed the first professor 
He died on Sept 7 at the age of 73 
He qualified from the Umversity of Toronto in 1909, and 
spent five years as a resident physician in the Babies’ Hospital 
(Columbia Umversity), New York After further postgraduate 
study in Germany, Austria, Denmark, and Britam, he was 
appomted to the medical staff of the Hospital for Sick 
Children m Toronto in 1915 Four years later he became its 
physician-m-chief Under his direction the hospital became 
a centre for the training of medical undergraduates, psedia- 
tricians, and nurses In 1919 he was appomted an associate 
professor of medicme in the umversity, and in 1935 head of the 
newly created department of paidiatncs He served for many 
years as consultant to the local, provmcial, and national depart¬ 
ments of health, as well as to three other Toronto hospitals 
and the former Infants’ Home He was a foimder and past 
president of the Canadian Pffidiatnc Society He retired from 
his hospital appointments and his chair in 1951 
As a writer and a visitor he was well known on both 
sides of the Atlantic His book on The Normal Child, 
first pubhshed in 1926, is now m its fifth ediaon, and with 
Dr F F Tisdall he pubhshed a useful survey of Common 
Procedures m the Practice of Peediatrics He gave many 
clinical lectures, and his colleagues in this country will 
recall his Ingleby lectures in 1948 on the scientific 
construction of the normal child’s diet He was a 
correspondmg member of the British Ptediatnc Society 
and was eleaed F R c P in 1940 
E C R ivntes 

“ Alan Brown crusaded vigorously for many improvements 
m the care of infants and children, includmg the proper 
formulation and stenlisauon of infant feedmgs, the com¬ 
pulsory pasteurisation of milk, and the umversal use of 
diphthena toxoid and other well-established immumsation 
procedures Soon after he became physician-in-chief, he 
orgamsed a small research laboratory at the hospital which, 
with his support and encouragement, has grown greatly with 
the years in both size and reputation Canadian pediatrics in 
general and the Hospital for Sick Children in particular owe 
a great deal to his vision, unusual energy, and outstandmg 
orgamsing abihty ” 

Dr Broivn married Miss Constance Hobbs m 1914 
She survives him with their two daughters 

CLAUDE WILFRED ALFRED KIMBELL 
MB NZ,FRCOG,FRCSE 
Mr Claude Kimbell, gynecological surgeon to the 
Samaritan Hospital for Women, London, died on Oct 26 
at the age of 55 

A New Zealander by birth, he was educated at Wellington 
College and the Umversity of Otago, where he graduated M b 
m 1930 The following year he came to this country for 
postgraduate studies, and m 1935 he took the F R C S E and in 
1937 the MRCOG During the late war he served m the 
RJV M C with the rank of major He remamed behind at 
Dunkirk to look after the wounded and spent the rest of the 
war as a pnsoner m Germany Aftenvards he remmed to 
pracusc obstetnes and gynacoJogy in London and was 
appomted to the staff of the Samaritan Hospital and the Oty of 
Imndon Matcrmty Hospital He was elected f b c o G m 1953 
He was a founder member of the Gynaicological Travellers’ 
Club 


C M G, one of his colleagues at the Samantan 
Hospital, writes 

“ Claude Kimbell was a sick man for many years, but 
because of his courage and interest m life he contmued with his 
work In the Samantan Hospital he was loved by everyone he 
worked with in the outpauent department, wards, and theatre. 
An excellent surgeon, he was mterested m the toti human and 
always concerned with the psychological implications of a case 
He was a perfecuomst and ever ready to sacrifice himself for 
his patients and friends From his experience as a pnsoncr-of 
war he had learned not bitterness but a deep sympathy and 
understandmg of his fellows ” 

J H, who first met Kimbell twenty-five years ago on 
visits to Liverpool when Kimbell stayed with his fellow 
New Zealander, the late Charles Marshall, came to 
admire “ his many quahues as friend and surgeon ” 
He relates 

“ Knowing that his health was failing Kimbell lately made 
a tnp to Canada as a ship’s surgeon to see his marned daughter 
and grandchildren In a Newfoundland hospital he found 
a sailor who had been seriously mjured four months previously 
No one would take the responsibility to send the sailor back to 
England and his family It was typical of Claude Kimbell that 
he orgamsed a passage home on his own ship for this injured 
man, and on arrival in Liverpool with great energy arranged 
for him to be sent home to his family 

“ As a surgeon Kimbell was meticulous in detail and deft in 
techmque As a man I can sum him up in four words— 
modest, honest, generous, and always considerate of others ” 


Public Health 


The Registrar General’s Commentary 
In his commentary on the vital stausucs for 1958 the 
Registrar General* notes that the birth-rate of 16 4 per 1000 
was the highest recorded since 1949 There were 740,715 live 
births, the largest number smee 1948 The birth-rate per 1000 
women aged 15-44 was 82 1 m 1958, which was above the level 
of the early 1920s and 32% higher than the 1938 rate The 
birth-rate was highest m Merseyside and lowest in Greater 
London 

Population —The annual rate of mcrease amounted to about 
0 5% of the population, a little Jess than the average rate of 
populauon mcrease for Northern and Western Europe, and 
only a third of the rate of mcrease in Asia The estimated total 
populauon at mid-1958 was 45,244,000 (21,877,000 were males 
and 23,367,000 females) 

Marriages —In the 15-24 age-group, the proporuon marned 
has more than doubled smee 1931 for both men and women 
Although total marriages were 7000 less than m 1957, the rat« 
conunued to nse slightly at the younger ages In 1954, 6 9% 
of bridegrooms and 28 6% of brides were minors, the corre¬ 
spondmg figures for 1958 were 10 7% of bridegrooms and 35% 
of bndes 

Deaths —^The crude death-rate—11 7 per 1000 persons of 
all ages—showed little change With allowance for populauon 
age-changes, the average reducuon m mortality has been 60% 
m the past fifty years, and 40% m the past twenty-five ycais 
Between 15 and 24 years, the death-rate for males is more than 
double that for females, in this age-group seven times as many 
men as women die from accidents 

Infant mortality —This continued to decrease deaths of 
children under 1 year numbered 22 5 per 1000 births in 1958, 
the lowest rate recorded till then Infant mortahty as a whole 
has declined by two-thitds since 1928 

Tuberailosts —^There were 4480 deaths m 1958, compared 
with 19,797 m 1949 In the same tunc, annual nouficauons 
have declined from over 50,000 to 30,000 __ 


Registrar General • Stamucal Revnew of Englimd and W^es, 1953 
Part ni» Commentary li-M Stationery Office Pp 222 12/ 
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Accidental and violent deaths —^These have increased pro- 
gressivelyj the totals being 18^513 in 1949 and 22,456 in 1958 
The increase is due mostly to increases in motor-vehicle 
acadents, acadental gas-poisonmg, falls, and, m nomen only, 
suicide The death-rate among men m the 15-24 age-group 
from motor-vehicle acadents mcreased from 26 per 100,000 
populanon m 1954 to 35 m 1958 Acadental deaths attributed 
to barbiturate poisomng mcreased from 77 m 1949 to 205 m 
1958, and to domesuc gas from 421 to 870 

The September Quarter 
In England and Wales m the September quarter, 1960, there 
were 197,572 live births, 3873 stillbirths, and 112,379 deaths * 
The birth-rate (17 2 per 1000 population) was the highest 
for a September quarter smce 1948, when the correspondmg 
rate was 17 5 The stillbirth-rate was low—19 2 per 1000 hve 
and still births 


Parliament 


Professions Supplementary to Medicme Bill 
This BiU received the Royal Assent on Oct 27 Its provisions 
will not come mto operanon until they are brought mto force 
by Orders m Council 

QUESTION TIME 
Hospital Casualty Services 
Earl WiNTERTON ashed the Government whether, m view 
of the cnncisms made by an unofficial committee of the 
methods for deahng with casualty cases m National Health 
Service hospitals and of other evidence to the same effe«, they 
would appomt a committee of mquiry—Lord St Oswald 
rephed My Lords, the Standing Medical Advisory Com¬ 
mittee of the Central Health Services Council appomted, 
earher this year, a subcomimttee, under the chairmanship of 
Sir Harry Platt, to consider the orgamsation of hospital 
casualty and acadent services and to make recommendations 
r^rdmg their future development The Scotnsh Health 
Services Council has set up a similar committee I have no 
doubt that these committees will consider the recommendations 
made m the study, based on 20 casualty departments, which was 
recently pubhshed for the Nuffield Provmcial Hospitals Trust 
Lord Stonham Is the noble Lord aware that, at the 
instance of the Minister, every regional board has been 
considermg this problem, that they are proposmg to con¬ 
centrate major casualty centres m the hospitals m each group, 
but that what is needed is more money to equip, expand, and 
provide more casualty centres ^ And can he say whether that 
will be forthcommg’—Lord Sx Oswald I think that any 
deasions of that nature must naturally rest upon the fin di n g 
of this Subcommittee, which has been set up specifically for the 
purpose of discovermg what the facts are, and of suggestmg 
remedies 

Means Test for State Scholarships 

Mrs Eirene White asked the Mmister of Education what 
decision had been reached on the recommendations of the 
Anderson Committee on parental means tests for umversity 
students—Sir David Eccles rephed I shall very shortly 
announce a radical revnsion of the present means test, to be 
brought m by the autumn of 1961 This is without prejudice 
to the abohnon of the means test if that, on full exammation, 
should turn out to be required 

Smokeless Zones 

On Oct 1 there were 296 smokeless zones or smoke-control 
Orders m operation m England and Wales, covenng 255,974 
premises, and 98 mote smoke-control orders, covermg 123,219 
premises, have been confirmed but were not m operation 
Some 1270 local authorities have not made smoke control 
orders, but most of these do not have a major problem of 
domestic smoke pollution 

1 Regtrar Generals WeeHy Return no 42 1960 H.M Stanonerj 
Office Pp 204 li 6d 
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WORLD HEALTH ORGANISATION 

The Director-General of W H O, Dr A1 G Candau, and 
the retirmg semor WHO representative m the Congo, Dr 
J S MacKenzie PoUock, have both reported on the medical 
situation there 

In July WHO responded to a request by the Security 
Council, and withm a week 28 staff members had been sent to 
the Congo 28 medical teams provided bj 25 national Red 
Cross soaenes answered a joint appeal by the League of 
Red Cross Societies and the International Committee of the 
Red Cross These teams were miually to stay three months 
Some countnes offered additional assistance, and soon hospitals, 
not only m the aties, but m the country as well, were able to 
function again 

At each provmaal capital, except that of Katanga, there is a 
WHO group, consistmg of a pubhe-health adviser, a pubhe- 
health engmeer, and a mobile epidermological team These 
mobile teams have already begun to orgamse vaccmation 
campaigns agamst smallpox, typhoid fever, yellow fever, and 
plague To deal with these ffiseases and the other major health 
hazards—malaria, filanasis, leprosy, and tuberculosis—many 
staff members are bemg reermted They will be paid out of the 
UN Congo fund and placed at the disposal of the Congo 
Government The mam need is to staff the distna semces 
with donors who will supermtend the hospitals and organise 
preventive health semces 130 health personnel are being 
reermted now, and this number will soon be mcreased to about 
500 The Red Cross teams have been asked to remam for six 
months, or longer if possible 

The long-term problems can be solved only by training 
Congolese donors There are none at present, and the local 
umversity, Lovamum, will graduate only 2 m 1961, and not 
more than 19 m all by 1965 Dr Candau considers that the 
1959 situation cannot be regamed m less than twelve to fifteen 
years But an encouragmg start has been made WHO is 
providmg 13 addmonal teachmg staff, mcludmg the first 
professor of pubhc health, which has enabled Lovamum 
Umversity to mcrease its medical-student mtake to 40 The 
three schools for “ medical assistants ” will fimsh the six- 
year trainmg of the present students and then close All 
students after that will complete the full medical course at 
Lovamum Umversity 74 “ medical assistants ” are at present 
helpmg to provide essential health services 

Meanwhile 60 “ medical assistants ” have been awarded 
WHO fellow ships and hav e left for French medical schools to 
qualify as doctors after speaal two-year or three-year courses 
7 students vvnth no previous training have been awarded 
fellowships for a full medical course m France or Switzerland 

Dr A Bellenve (Ham) succeeds Dr McKenzie Pollock as 
semor WHO representative 

In Geneva, the 26th session of the Execunve Board opened 
on Oa 25 Dr Hennque M Pemdo (Brazil) was elected 
chairman 

THE WORLD’S FOOD 

“ Food and population are two of the crucial determinants of the 
future of mankmd Freedom from hunger m the less developed 
countries of the world, howev er, is not simply a matter of regaining 
or mamtainmg pre-war levels of per caput production and consump¬ 
tion Mudi greater mcreases m food production m these regions 
are needed before any real progress can be made in stampmg out 
hunger and malnutrition But increased food production must go 
hand m hand with general economic development so that consumers 
can afford the additional food and the better quality food they 
need ” 

In these words, taken from his foreword to F A O’s latest 
annual report,^ the Direaor-General summarises the agri¬ 
cultural problem confrontmg the greater part of the human 
race. While the highly developed countnes contmue to 
mcrease production (to the pomt of accumulating surpluses) by 

1 The State of Food and Agnculture 1960 F A O , Rome Pp 1S2 lOi 
Obtainable from H AI Stanonery Office 
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A Alcdicnl StnfT Residence 

On Oct 18, nt Odstock Ilospitil, Salisbiirj, n new lesidcncc 
for nitdicil stun w us ollicmllv opened by Mr P G Icmplcman, 
chnirimn of tlic \Vlssc\ Utpionnl llospitil Hoird 

IJic resiilcntc Ins 17 bed simny rooiin cicli witli its own wnsh- 
Imnd bism nml built m furniture A Inrpc lounpc is sepinted fioin 
the dininp room b> slidinp doors uid meuls arc sersed from n small 
sertite kitchen nd|Oinitu the dininp room Iliere is ti library nun> 
from the Inini^-room area 1 wo Hats for married lesidcnts hue been 
built beside the new residence 1 he flats arc fuinishcd and ccntrall> 
heated, and each Ins n loungc/dinini: room. Kitchen, m un bedroom, 
and spare room Ihc cost of the whole scheme, mcludinp furnish- 
in; s, w IS £35,000 

Aasnrd for Mcdlenl rilm 

la Pusst. Mi'dicalt' is ngain ofleriiig a pure (1000 Ni) foi a 
medical 16 mm film wliose time of piojection does not 
exceed 30 minutes rdnis sliould be sent to the journal, 120, 
boulevard Sunt-Gerinain, Pins VI', before Teb 1 

Cnlorlc Dnliincc In Alnn 

I he Nutrition Society is to hold a symposium on this subject 
on Saturday, Dec 17, it the Middlesex Hospital Medical 
School, London, \V 1 1 he spe tkers will be Dr ] V G A 

Dunlin, Dr O G Ldholm, Di Raymond Gteenc, Dr I M 
Chalmers, Dr G C Kcnncd>,Di A M Thomson, Di 1' L 
Hytten, and Dr L M Widdowson Further particulars may 
be had from the hon piopi mimes secretniy of the society. 
Miss D r Ilollingswoith, c/o Ministry of Agriculture, 
Fisheries and Food, Great Westiiiinster House, Horscfeiry 
Road, S W 1 

A meeting of the lliochcmieil Societj is to be held on Friday, 
Noi 18, nt 10 AM, nt the Middlesex Hospital Mcdicil School, 
London, \V 1, when there will be n colloquium on histoehemistry 


Professor J 11 Duguid, who Ins Intclj retired from the chair of 
pathologj in the Unncrsilj of Durham, has left for Milajn, where 
he IS to be an adwscr in histop illiolof j under the 1 echmuil Coon 
cration Scheme of the Colombo Plan 

Ihc Associuion of Universities of the nrilish Commoiiweiltli 
(30, Goidon Square, London, W C 1) have published n list of fellow 
ships, scholarships, and prints tenable nt unncrsities in the United 
Kingdom and n short list of awards tenable outside the United 
Kingdom Copies arc being sent to unncrsities and libraries and to 
other Institutions on request 

A committee meeting of the Group for Representation of the 
Views of Clinical Psjchintrists will be held on Ihursdnj, Nos 10, 
nt 5 30 1 ’ M , nt linistock House North, Invlstock Square, 1 ondon, 
WCl 

Flic I onelon Medienl Rxliibltion will be held in the New Hnll of 
the Royal Hortleulturtl Society, Westminster, from Nov 11 to 18 

Unncrsitj College I ondon will hold n reunion dinner at the college 
on 1 riday, 1 cb 17, for undergraduates or postgraduates who entered 
bclorc 1918 Larly applications for iinitntions should be made to the 
assistant secretary of the college, Gower Street, W C 1 

From Nov 21 the address of the National Council for the 
Unmarried Mother and Her Child will be 255, Kentish lown Road, 
London, NWS 

him about Ha>\dicati[tcd Cliildnn —The Cine Club of Bristol, 
with the help of the South Western Regional Hospital Board and 
the Bristol education and health eominitlccs, has produced Clart 
limit, which shows how children with spastic disabilities arc educated 
and treated nt a school nt CInrciiiont, Bristol The him, which is in 
16 mm coloui, has n sound commentary and lasts about 12 minutes 
1 he hiring fee is 1 guinea Apphe itions should be sent to the medical 
ofliccr of health, centr il Health clinic, 1 ow er Hill, Bristol, 2 

ConuiCbNDUM Jicatmciit of Urticaria — Ihc dose of progiionll 
(‘ Pnludrinc ’} mentioned In Sir Charles Dodds' letter of Oct 22 
should hate been 0 1 g (100 mg ) 


Diary of llic Week 


NOV 0 TO 12 


AloncIri>, 7th 

rosK UAnuATi MitincAi Smoot, Diicnnc Uoiul, \V 12 
li M Or Hrimi Ackner Olofttio^h of UcprcisUc llliicis 

lucsilnj, 8tU 
Unim Ksm 01 1 oNnoN 

5l M (1 oiulOMllospiirtl McdlcnlCoUcpc, I\irncrSiTCctjl 1 ) Dr PrcMon 
A W nilc (Cornell Un(vcrsl()) Kcccnt A^Knntcs in I ncuirc nnd 
Acculcnt Scr\kci 

Uo\M Sour r\ 01 ^^LnlLlNl 1. W impolc Street, W 1 

5 30 t M I \peninfntiil Mcatcitie arul 7 li<rtfp(UHa Hr A J Itullcr, 
Dr O C J LipnolJ Normal niul AlmormU Willed Movement 
flPM Ps\ hiatr} Dr J J O DNN>cr Dr IdHvnt JiKiiic’i Ufic of i 

trie Skdtv in Industrial OrKanF^ationi 
JlntTISJt I’OVTOJMni’ATi! MlDirAt 1 linniATJON 

5 30 l M (I ondon School of Ihpicnc nnd 1 roplcal Medicine^ Kcppel 
Street. W til Dr W Court UroAsn Chromosome An i!>5lv 
nnd Clinical Medicine 

St Mam vlIo^iirAi MinicAt Stttoot W2 
5t M (Vi riplii 1 IcmiiiK Institute) Mr D G Ilonhnm Non mdiRoam 
I'nl trRcmcnt of ilic 0\nr> 

Instituti 01 UniMATOionv, I ulc Street WC2 
5 30 1 M Dr O I S Scott Anonnlien of I’lpmcntation 
Manuiktiu MinicAi SoutTX 

8rM (( hnival Sciencev IluildinR \ork Place) St/r/ren Mr Ambrose 
JoJJo’ i rotnient of Peripheral I wberculotn OinntU J>r II II 
Andrews I uberculous Glands 
1 rrnv Nrunoi ootcAi S( ii nu C oi i oqtiiuM 
5 15 I M (General Infirmary nt I ceds) Dr Pawl Snndifer Invohinl'iry 
Movements in Children 

Wcdncsilnj, Oth 
Usivi RsiTV oi I osno t 

5 30 1 vt (I onilon School of II>>,icne nnd Tropical Medicine) Dr 
Charles WdxOgks Aspcv.ts of ^\cd^^.al InvcitlKstion in Africa— 
1 r> pmosomiasis (T hird I Icnth ( hrk lecture ) 

POSTOIsSPPATI Mri>Ji-At Suiooi 

2 I M Dr P J Kendle UeRulntion of Carbohydrate Metabolism by 
Hormones and Other I tutors 
Isuni'Tt or DtRvtATOto( v 
^ to I vt Dr Henry Haber Skin Cancer 
IvsxnuTi oi DivrAsisoi Tin C iirvT, Prf'mpton S\V3 

5 I M Dr PtulWood I fc»cnt Position of Antiuoay,ulam 1 lierapy 
MssrinvitK Sfinic-M SoutTv 

5i vt (MediudSutuo! Um\crsity of Manchester ) /«n/jo/AV Dr Icon 
P'iler 1 ithi rencsis of Thrombosis 
UsiMn'lT% OI I nns 

5 I vt (Cicnenl Intirmary nt I ecds ) Mjss U M lister Placenta 
6l M Mr I 1 Kcdrnan Incllicient Uterine Action 
Uo^AI C OILf( r or l*iDsiusss OI Jnismiui •> (Juecn Street 1 dmburrh 
5 r St 1 ord Cohen of Pirkcnhesd ( InnunB Concepts of Diithcsi* 
in Medicine (I rcderitk I ricc lecture ) 


Tliurstinj, lOtli 

Uo\AL Coi J LOK or SuHOCONt, Lincoln’* Inn I iclds, W C 2 
5 t M Df Wade Accident iufRcry of Motorstay* (Wnwon Jonei 
lecture) 

UNIMMITV 01 LONPOS . , „ 

5 30 J M (London School of llyRlenc nnd Iropicnt Medicine) Dr 
Wilcocks Aspects of Medical Invcstlynilonln Africa—Imputations 
(1 nst Heath Clark lecture ) 

Uo^AI Sonin 01 Midicinii . , . 

5 I M Ophthahnoloxx m)i\ Demiatohn Dr G li Dowhnp, Dr J A 
DiidRcon Mr P S Perkins Pcncci r Disc isc Dr I l| Sneddon 
Mr ijirrie Jones, Mr 1 rcdcrick Kidlcy> Sir Ilenjumin Kycroft 
Pulious Conditions of the Skin and Conjunctiva 

Ilwrnvrr PosTf iMpyATii MinrcAi Iin/jiATroN „ , . ,, ,, 

5 301 M (1 ondon School of lIvRicnc nnd I ronlcid Medicine ) Dr At iv 
Pollock Physlolopicd Adaptation in Micro orRimlnns 

Arimi) Aniin Midioai Sot iiitv ,, .. c 

H 1 M (II, Clundos Street, W I ) Mr Lewis Way Probiemi of Social 
pRytholoyy 

Cirir CoimoN Iirruim 

5 1 M (University New Iluiidinps, Icviot Place, L 

l^ncclot Ilopbcn Nature Nurture Issue nnd the Mcdkai 
( urricuhim 

HomMANGinivniiLiCTUiut , , . . ... 

5 i M (University New Iluildinps, Tcvjol Place, Pdinhurph) Mr 
J I! S Scott Accident Services 

Unimhmtv oj Si ANpniwv . x „ i a 

5i M (Piiyslolopy Dcnirlmcnt Queen « CoIIcrc, Dundee ) 1 rot A' ‘ 

\\oodfU(l Outlook for X ransplantat/on of the J-xidncy In Avan 
Frldny, 11 Ih 

PoviruAnuATL MrntcAi Sniooi ^ . 

10 am Mr a j C I tttchmorc Surpcry of the Imiary iratf 
n M Prof \V S Pem Ischacmk Kidneys in IlyPcrlcnMon 

iNitituTi OI I AiwNUoLotia ANi)Oroiooa,3JO C.n> <•'"','"''‘’ 17 ,,',,,, 

3 30 I M 13r 13 A Oaborii DIaorders of the lllood In I' N I I i»cin.c 


Appointments 


Ml J M, MU C,Inc, III II depute MO 11, Hcnftcw.hlrc . 

mow A U.Mii load , ni 11 , nni, OTM A 11 doKiomlMO 
eon'iiltnni ophilnlnioli col. United 


IIom: 

Oahi e 

Itcdlordihirc 

x.hmiam 1> a mu Gla<c raya - : - . , 

(jirdiirilinplmlj nnd W el-li Re^ioml Hoard lloapltnla , , 

Haim a tinia K mm Slielf.uoar mabi ml m o 11 nnd ichooi At 

Xl I Vra"!'" m",'’m n I ond , 1 n r a m n i o o i) onu ""’"'I’j''''“Jj! 
.teirninn nnd onr-olacot J Ji/ibeih Crirretl Anderif n P 

IiiomITo'’"! It MI) nurh.Mcr-i conaiillanl ph><!chn UojaUw'’'!’ 

OAon M » r 1 eomnlinnirenernl 

Durham proup of hcipunli 
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PREPARATION FOR THE PROFESSION^ 
The Present and the Future 
John Ellis 

M B E , A D Cantab , F R C P 

pmSIOAN TO THE LO'sDOS HOSPITAL, LONDON, E 1, AND TO THE PRINCE 
O’^ WALES GENERAL HOSPITAL, SECRETART TO THE ASSOCIATION FOR 
THE STUDT OF MEDICAL EDLCATION 

There are penods in the history of esery country when 
the form of medical education is appropriate to the pattern 
of medical practice, and when that pattern is itself suitable 
to the medicme of the dai, so that all knowledge can be 
apphed effecnv eh and ethicallv The standard of medicine 
is then as high as the degree of knowledge will allow, for 
medicme is in balance 

Such a penod comes to an end when there is a major 
ad\ ance m medical knowledge This ad\ ance passes v eiy 
rapidlj mto practice and changes the pattern of it The 
change of practice then alters medical education, and if 
all goes Avell balance is restored 
It IS our particular good fortune to belong to medicme 
when It IS again changing, or to be accurate has just 
changed The mcrease of knowledge has enforced 
speaahsanon—^which itself ensures that knowledge will 
cononue to grow at speed But, because m Bntain no-one 
now 111 es far from a speciahst, the general pracnuoner is 
presented from domg much of the therapeutic job he was 
tramed for Instead, he is left with an oierwhelmmg 
amount of other problems of diagnosis, treatment, and 
preiennon of disease, for which he was not tramed He 
must transfer mam patients to the care of another doctor, 
and he must be sure that he chooses the nght speaaltj 
While this mcrease m knowledge has thus been altermg 
the pattern of practice, a change m the quahn of knowledge 
has altered the doctor’s concept of disease His attitude 
to diagnosis and treatment has become more saentific 
But it must be noted that the change is m amtude to 
disease and not m atnmde to the patient The problem of 
medical education is how to mculcate the saentific 
attitude while mamtainmg the highest standard of clmical 
skill and the most humamtanan concern for the patient as 
a person 

# » * 

It took us quite a long time to accept that with the 
commg of speaahsanon had come the end of general 
pracnce as we knew it, and also the end of the apprennce- 
ship trainmg which it had evolved for itself Durmg that 
time an meatable disruptton of medical educanon has 
been mtensified, more m some schools than others, by our 
contmumg to produce general pracnuoners of a kmd no 
longer required, b> a svstem of apprennceship to speaahsts 
which could not be successful anyway 

Howeier, that era of uncertamty as to the aims and 
objects of medical educanon is over It ended, m faa, 
set eral j ears ago w hen the General Medical Council m its 
Reconmendatwns of Mav, 1957, offiaallj stated that the 
aim is no longer to produce, bv the time of quahficanon, a 
finished d ogor of anj kmd In future medical educanon, 

* Extracts from tbe Wood-Jones lecture delivered in the Unit ersity 
of hlanchester Medical School on Feb 9, 1960 An abridged 
tersion of the lecture appears m the October issue of the 
March^ta- Medical Gaasue 
7159 


for family doctors as w ell as for speaahsts, is to consist of 
two pomons, tmdergraduate and postgraduate The 
significance of this radical change has not yet been fullv 
appreaated for several reasons One is that a >ear of 
mtemship after quahficanon had become compulsorj 
before 1957, and therefore the G M C’s acnon appeared 
to some to be no more than givmg oflBaal blessmg to 
some thin g which had alread 3 happened A second is that, 
because medical educanon m this countrj is verv rarely 
the pnmarj concern of anyone, verv many of those acnvelj 
engaged in it hav e not j et read the G M C’s recom- 
mendanons A third is that, m contrast to aU its previous 
aimouncements the G M C did not speafy m detail the 
nature of either a minimum undergraduate educanon or 
a minimum postgraduate trammg It v erv vaselv left the 
onus of creanng a new partem of imdergraduate educanon 
to each mdivndual uiuversitj and medical school, statmg 
that this pattern must provnde a sound basis for further 
study, bv ensunng that the student not onl^ acquires 
knowledge and clmical skdl but also saentific method, 
he IS to be given an educanon as well as a training This 
freedom is obvnously essennal if each of our 26 schools is to 
be able to dev elop new enterpnse to the best of its capa- 
bdines, but imnaUy of course it can act as a stimulus to 
progress only m those schools where the desire for 
progress eMsts 

Thus, though medical educanon m this country has 
passed out of the phase of catabohsm mto the phase of 
anabolism, the signs of this are not to be seen m every 
umv ersity Some schools have set a new course for a new 
educanonal objecnve and are under way, some are dnfnng 
out of control, some are m the doldrums, and some are 
bemg blown far off course—even off theur ongmal course 
—^bv the contrary wmds of contemporary medical prac¬ 
nce It is mevitable that some will have a greater pro- 
pomon of teachers who are firmlv attached to the old form 
of trammg, but it is equally inevitable that these teachers, 
by their resistance to change, wiU demohsh the pattern 
they seek to preserv e It is natural that those schools W’hich 
have been most successful m the apphcanon of one method 
should be the last to reahse that it does not work any more 
The man who has for years travelled to his desnnanon m 
a Rolls-Roy ce does not think of getnng nd of it—unnl he 
discovers that others are getnng there more sansfaaonly 
m an aeroplane—^with Rolls-Royce engmes, of course 

There is therefore cause for neither surpnse nor lament 
m our present state of medical educanon, save m one 
respect Speed of adapnon is obviously important and it 
does appear that this could be unnecessarily slowed m 
London About half of our medical students receive at 
least their clmical trammg m the 12 London medical 
schools Inequitable as it may seem, a faculty which has 
12 separate schools is unable to move 12 times as fast as 
other umv ersines, and is mote likely to resemble a conv oy 
whose speed is alwavs that of the slow est ship It is alw avs 
difficult for the commodore of a com oy to giv e the order 
“ AU ships to proceed at their best speed ” It is true that 
m this case preasely that order has been giv en to the whole 
medical-educanon navy by the G M C , but there is m 
this country a weU-known precedent for turmng a 
blmd ey e to the receipt of a naval signal 
* » « 

u 
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However, nil schools Inve been charged with the duly 
of ndnpung their cducalion to meet modern conditions 
and needs, and most have already begun to do this 

At first sight they appear to be up against an insuperable 
difiiculty—that of deading how much knowledge and how 
mueh training is to be in the undergraduate years, and how 
mueh in the postgraduate 1 hese questions seem difficult 
to answer in view of the fact that the responsibility for the 
postgraduate years is shared by the university with many 
other organisations, including the Royal Colleges and the 
Ministry of Health, and no one of them has sole authority 
Furthermore, nobody could at the moment be precise as 
to how mueh knowledge and how much technical skill is 
nedessary for the minimum cfTcctivc practice of any branch 
of medicine, particularly as the function of the family 
doctoi IS not yet clearly defined 

But the fact that we do not know these tlungs need not 
inhibit the reform of undergraduate education at all For 
the aim of this, now, is first and foremost to educate —^i c, 
to give the student not knowledge but the power to utihsc 
knowledge 

That he must know facts is obvious, and that m lus 
early days he cannot find these out for liimself but must 
be given them is equally obvious His and his teachers’ 
primary purpose, however, must be that he learns how to 
learn tor himself Therefore the factual content of the 
undergraduate period docs not have to be any particular 
percentage of the total of medical knowledge, it has to be 
chosen for its relevance to future learning, not for its 
relevance to fututc practice Equally important, the 
student’s pi ogress must be assessed primarily on his 
ability to reason and utihsc knowledge, and not merely in 
terms of the amount he knows Similarly his clinical 
proficicney must be )udgcd on the soundness of lus 
method, of which the correctness of the physical signs he 
elicits from a patient in an cvaminntion is but one 
indication By the same token, if it be true, as is some¬ 
times claimed, that the newly qualified of today know more 
than their predecessors ever did, this does not mean that 
all IS really well with medical education 

If the object of undergraduate education is achieved, 
then gaps in knowledge and inadequacy of technique will 
be made good in the postgraduate period If the object of 
undergraduate education is not achieved, then such gaps 
will probablv remain for evei, and he will be largely domed 
the mastery of new data and the critical evaluation of new 
treatment Though specialisation has come to stay, there 
IS nothing the least stitic about the si/c or form of any 
particular specialtj The future happiness and success of 
specialist and gcncril practitioner ahke depend on lus 
abilitv to learn and on his knowledge of general prin¬ 
ciples 

1 he following should be our objectives 

1 The student must learn how to learn for himself 

2 He must acquire a scientific method of thought—i c, the 
power to reason and think critically 

3 He must achieve competence in clinical method—i e , the 
techniques of obtaining inform ition from patients 

1 He must gain an understanding of the responsibilities of 
a professional person 

If these objectives arc reached the student will inevitably 
have built up a foundation of knowledge, including 
empirical knowledge He will also have built a foundation 
of clinical experience, as regards the diagnosis, treatment, 
and prevention of disease on the one hand and the nature 
of man on the other The exact content of the foundations 


of knowledge and experience will vary, but during the 
years of his postgraduate training, each student will be 
able to fill in those gaps relevant to his own future 
practice 

« » » 

The undergraduate course of studies, tlius freed from 
the need to include all or even any fixed percentage of 
knowledge and technique, can now, and must now, be 
based on considerations of the processes of Icarmng 

This granted, it is at once evident that many dificrcnt 
arrangements of studies have much to commend them in 
theory Until they have been tried in practice, there can 
be no way of judging between them, and in any ease the 
judgment can be no more than a clinical one It is there¬ 
fore idle to speak of the curriculum ns though there is 
somewhere a correct arrangement which will be correct 
for every school and every student The best curriculum 
for any particular school is that which enables it to make 
the best educational use of all its facilities and enables its 
students to progress tlwough successive stages of Icarmng, 
each with a clearly defined objective 

The number and sequence of stages, together with the 
purpose and content of each, will vary from school to 
school, but there are certain requirements which must be 
met in every stage everywhere 

1 Its purpose must be equally clear to both teachers and 
taught 

2 There must be deployed in it those incentives to study 
vvluch ore relevant to that purpose 

3 There must be built into it such forms of assessment of 
the student’s progress ns arc appropriate to us content 

It goes without saying that otlicr objectives, contrary 
incentives, and inappropriate tests should be excluded 
ns rigidly ns possible 

A course of studies of this kind cannot be made by a 
mere alteration of the timetable, even if tlus is done with 
educational objectives in mind An cnurcly new atutude 
to teaching is required, and reform of the curriculum will 
be ineffectual unless there is also a reform of the method 
by vvluch the curriculum is devised, applied, and constantly 
assessed In my opinion this is no longer a matter of 
administration from the dean’s office There is required 
for each stage of the course a team of men who arc 
responsible for it TJicy should represent all those 
departments most closely concerned with that stage, 
together with others whose advice could be helpful, even 
if they are not likely to teach in it themselves For example, 
prcclinical teachers should be concerned with the planning 
and assessment of predominantly clinical stages, and 
clinicians with the predominantly prcclinical stages 

The team should, moreover, be representative of 
whole-time and part-time teachers, thus ensuring that the 
largest possible number of all kinds of teacher arc closely 
involved in the educational effort In this way cooperauon 
can be achieved, for, instead of every department com¬ 
peting for what it feels is its rightful portion of the 
student’s time, each becomes more concerned with what 
It has to contribute to the common purpose of each stage 
of the student’s development Furthermore, it is only 
when n teacher is able to apprcci ite the overall picture of 
that development that he can judge at what stage his ovvn 
subject can make its best contribution At present the 
resources of a special department arc often squandered 
because students are routed through it too early or too late 
Frequently also a student is able to attend a department 
for one period only, although it has something to offer 
him at several stages 
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The effecuve planning, execution, and frequent assess¬ 
ment of every stage of a real course of studies is qmte 
beyond the capabihues of anv dean’s staff or curriculum 
committee, but every school could muster a team for each 
stage Each team would be working towards a compre¬ 
hensible and reahsable objective, and would be able to 
define tlie content of knowledge and practical experience, 
deploy relevant incenuves, and devise appropriate forms 
of assessment If integrauon of stgff were ensured, the 
student would be helped to integrate his knowledge for 
himself without tlie aid of elaborate timetable innovations 
—and neither die autonomy of departments nor the 
freedom of mdividual teachers would be lost 

# * » 

I do not imagme that there wnll be anythmg very 
fanaful about the objecuves of any stage, nor anything 
very mtricate about its orgamsation It is possible already 
to see the general outhne m several schools, and I would 
imagme that our traditional respect for sound climcal 
method based on an umnterrupted introduction to it wiU 
result in most umversities preferrmg not to brmg climcal 
expenence very far forward in the course Indeed one 
would expect the first stage to continue to be one of the 
study of the normal, based on the old prechmcal depart¬ 
ments together with new ones, such as geneucs The 
preclmical departments already form a kmd of stage com¬ 
mittee m most schools, but the addition to it of chmcal 
and other representatives would, without necessarily 
takmg part m the teachmg at all, go far to create that umty 
of purpose, common outlook, and smgle terminology at 
staff level, without which students’ work wiU remain 
divided mto prechmcal and chmcal 

Later stages must of course continue to be based upon 
existmg firms and departments, but the great strength of 
these tvill be fully uuhsed if aU concerned know what they 
are trymg to do For example, a stage devoted to practice 
of chmcal method must obviously use general inpatient 
firms, but the teachers on these firms would not be left, 
as now, to try to grapple with aU aspects of medicme, and 
would have mstead agreed limited objectives together with 
a chance to assess their results Nor would they have to 
contend and compete with synchronous courses of instruc- 
Uon, of which neither the content nor the purpose was 
knoivn to them 

It IS m the later part of the present chmcal curriculum 
that confusion and dissipation of effort are now so marked, 
paiticularly m regard to the purposes of outpatient 
experience and the contribution of speaal departments 
Order can be created agam out of near-chaos by this simple 
process of orgamsmg stages of learmng and experience by 
groups of teachers responsible for them 

4k ik ^ 

Our pecuhar system of hospital staff structure has 
provided us with a teachmg device m the firm, which 
ensures that a small number of students are closely 
attached to a teacher who is personally responsible for 
them and for the patients with whom they are concerned 
The student is thus constantly reminded that the care of 
the mdividual pauent is the yardstick by which everythmg 
else IS measured He is able to learn of the professional 
responsibihties of a doctor by the only possible method— 
observmg the doctor fulfilhng them Above all, the weldmg 
together of his educauon and practical traimng is assisted 
by his being required to focus both Ins mtegrated know¬ 
ledge and his practical skiU upon the problems of his 
patients He is enabled to acquire empirical knowledge 


and expenence and at the same time be encouraged to 
learn saentific method because his teacher can set him this 
example, can exate his curiosity, and can guide him as an 
mdividual through his personal difficulties of learmng 

It is small wonder that other countries are endeavourmg 
to create for educational purposes this firm system which 
considerations of hospital practice developed here Un¬ 
fortunately with us It has been weakened by many factors 
which we have not tried to offset The first of tliese is 
simply that the chmcal teacher has not got the time which 
is reqmred for the care of both his patients and his 
students The second is that we have contmued to think 
of the firm as an mpatient orgamsaoon 

I beheve that part of the last chmcal year should be 
devoted to a stage of learnmg by experience under super¬ 
vision, and that this should be based on attacliment, for at 
least four months to a general medical firm, primarily in 
the outpatient department but extending into the wards 
In this students should be responsible for individual 
patients as they now are on the traditional inpatient firm 
Student and patient together would visit the special 
departments as the patient’s condition demanded, and 
both would return to the doctor responsible for both 

At this stage it should also be easy to extend the student’s 
expenences outside the walls of the hospital, to give him 
an understandmg of the pauent as a whole, and demon¬ 
strate the relauon of medicme to the commumty It is 
here that I would incorporate the general pracutioner into 
the undergraduate teachmg team, with membership of the 
committee responsible for this stage, so that he is con¬ 
versant with the objecuves which the student has been set 
and with the fines on which his development is plannee^ 

* * » 

The provision of a new curnculum and a new type of 
admmistrauon, however, will not completely solve the 
problem of readapung medical educauon to present 
condiuons of medicme The inclusion mto undergraduate 
medical schools of all that is meant by imiversity educauon 
IS also necessary An essenUal requirement of this is 
mterest m the mdividual student, so that he may develop in 
a stimulaung intellectual atmosphere, with the encourage¬ 
ment and guidance of his teachers It would be idle to 
pretend that this is now possible m all our schools 

If the medical student is to be a umversity student, then 
he must be treated as such, and the medical school must 
provide not merely teachers, a curriculum of classes, and 
an admmistrauon, but also an educaUonal service It is not 
enough to have a tutorial system which is a mere adjimct 
to the other forms of teachmg The system providmg 
encouragement and guidance must not be separate from 
the system of reproof, which is represented by authority 
and vested m the dean Any dichotomy can only result 
m resentment of authority or frustrauon of encouragement 
But if all good mcenuves are mobihsed and coordmated 
mto one discipline, then progressive assessment of the 
mdividual becomes possible, and he can be given such 
help as he is known to need The medical school must 
have some kind of director of studies as well as a dean— 
just as our older university colleges have a semor tutor 
as well as a master—tutors and supervisors as well as 
teachers 

The mcreased need for educauon requires also a new 
atutude to halls of residence In many umversiues these 
have long been recogmsed as a means whereby students 
can educate themselves by indirect contact with several 
faculues In his later years, however, the medical student 
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However, all schools have been charged with the duty 
of adapting their education to meet modern condinons 
and needs, and most have already begun to do tlus 

At first sight they appear to be up against an insuperable 
difficulty—that of deadmg how much knowledge and how 
much trairung is to be in the undergraduate years, and how 
much in the postgraduate Ihese questions seem difficult 
to answer in view of llie fact tlxat the responsibihty for the 
postgraduate years is shared by the university tvitli many 
other orgamsations, mcluding tlie Royal Colleges and the 
Alimstry of Healtli, and no one of them has sole authonty 
Furtliermore, nobody could at tlie moment be precise as 
to how much knowledge and how much techmcal skill is 
necessary for the mimmum effective practice of any branch 
of medicine, particularly as tlie function of the family 
doctor IS not yet clearly defined 

But tlie fact that we do not know these tlungs need not 
inhibit the reform of imdergraduate education at all For 
the aim of this now, is first and foremost to educate —^i e, 
to give the student not knowledge but the power to utilise 
knowledge 

That he must know facts is obvious, and that m his 
early dajs he cannot find these out for lumself but must 
be given them is equally obvious His and his teachers’ 
primary purpose, however, must be that he learns how to 
learn for himself Therefore the factual content of the 
undergraduate period does not have to be any particular 
percentage of the total of medical knowledge, it has to be 
chosen for its relevance to future learmng, not for its 
relevance to future practice Equally important, the 
student’s progress must be assessed primarily on his 
ability to reason and utihse knowledge, and not merely m 
terms of die amount he knows Similarly his clmical 
proficiency must be judged on the soimdness of his 
method, of which the correctness of the physical signs he 
ehcits from a patient in an examination is but one 
mdication By the same token, if it be true, as is some¬ 
times claimed, that the newly quahfied of today know more 
than their predecessors ever did, this does not mean that 
all IS really well with medical education 

If the object of undergraduate education is achieved, 
then gaps in knowledge and inadequacy of techmque will 
be made good in the postgraduate penod If the object of 
undergraduate education is not aclueved, then such gaps 
will probab'v remam for ever, and he wiU be largely demed 
the mastery of new data and the cntical evaluation of new 
treatment Though speaahsation has come to stay, there 
IS nothmg the least static about the size or form of any 
parucular speaalty The future happiness and success of 
speciahst and general pracutioner ahke depend on his 
abilin to learn and on his knowledge of general prin¬ 
ciples 

The following should be our objectives 

1 The student must learn how to learn for himself 

2 He must acquire a saentific method of thought—^i e, the 
po \ er to reason and think criucallj 

3 He must achiei e competence m clmical method—^i e, the 
techniques of obtaimng information from pauents 

4 He must gam an understandmg of the responsibihnes of 
a professional person 

If these objectiies are reached the student will inevitably 
ha\e built up a foundation of knowledge, including 
cmpinca! know ledge He will also have bmlt a foundation 
of chmcal experience, as regards tlie diagnosis, treatment, 
and pretention of disease on the one hand and the nature 
of man on the otlier The exact content of tlie foundations 


of knowledge and experience will vary, but during the 
years of lus postgraduate trairung, each student wall be 
able to fill m those gaps relevant to his own future 
practice 

m * m 

The imdergraduate course of studies, thus freed from 
the need to mclude all or even any fixed percentage of 
knowledge and teclimque, can now, and must now, be 
based on considerations of the processes of learmng 

This granted, it is at once evident that many different 
arrangements of studies have much to commend them m 
theory Until they have been tried in practice, there can 
be no way of judgmg between tliem, and m any case the 
judgment can be no more tlian a chmcal one It is there¬ 
fore idle to speak of tlie curriculum as though there is 
somewhere a correct arrangement which will be correct 
for every school and every student The best curriculum 
for any particular school is that which enables it to make 
the best educational use of all its facihues and enables its 
students to progress through successive stages of learning, 
each with a clearly defined objective 

The number and sequence of stages, together with the 
purpose and content of each, will vary from school to 
school, but there are certain requirements which must be 
met m every stage everywhere 

1 Its purpose must be equally clear to both teachers and 
taught 

2 There must be deployed in it those mcennves to study 
which are relevant to that purpose 

3 There must be built mto it such forms of assessment of 
the student’s progress as are appropriate to its content 

It goes Without saymg that other objectives, contrary 
mcentives, and mappropnate tests should be excluded 
as rigidly as possible 

A course of studies of this kmd cannot be made by a 
mere alteration of the timetable, even if this is done mth 
educational objectives m mind An entirely new atumde 
to teachmg is required, and reform of the curriculum will 
be meffectual unless there is also a reform of the method 
by which the curriculum is devised, apphed, and constantly 
assessed In my opimon this is no longer a matter of 
admimstration from the dean’s office There is required 
for each stage of the course a team of men who ate 
responsible for it They should represent all those 
departments most closely concerned with that stage, 
together with others whose advice could be helpful, even 
if they are not likely to teach m it themselves For example, 
preclimcal teachers should be concerned with the planning 
and assessment of predominantly chmcal stages, and 
chmcians with the predominantly preclimcal stages 

The team should, moreover, be representative of 
whole-time and part-time teachers, thus ensuring that the 
largest possible number of all kinds of teacher are closely 
mvolved m the educational effort In this way cooperanon 
can be achieved, for, mstead of every department com¬ 
peting for what it feels is its rightful portion of the 
student’s time, each becomes more concerned with vhat 
It has to contribute to the common purpose of each stage 
of the student’s development Furthermore, it is only 
when a teacher is able to appreciate the overall picture o 
that development that he can judge at what stage his oim 
subject can make its best contribuuon At present the 
resources of a special department are often squandere 
because students are routed tlirough it too early or too late 
Frequently also a student is able to attend a departmen 
for one penod only, aldiough it has something to offet 
him at several stages 
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The effecnve planning, execuuon, and frequent assess¬ 
ment of every stage of a real course of studies is quite 
bejond the capabilities of an> dean’s staff or curriculum 
committee, but everj' school could muster a team for each 
stage Each team would be working towards a compre¬ 
hensible and reahsable objecuve, and would be able to 
define tlie content of knowledge and practical expenence, 
deploy relevant incenuves, and devise appropriate forms 
of assessment If mtegrauon of stgff were ensured, the 
student would be helped to mtegrate his knowledge for 
himself without tlie aid of elaborate timetable innovauons 
—and neither tlie autonomy of departments nor the 
freedom of mdivudual teachers would be lost 

ik ifi * 

1 do not unagme that there will be an 3 Thing very 
fanciful about the objecaves of anv stage, nor anjThmg 
verj' intncate about its organisation It is possible aheadj 
to see the general outhne m several schools, and I would 
imagme that our tradmonal respect for sound climcal 
method based on an umnterrupted introduction to it will 
result m most umversities preferrmg not to brmg climcal 
expenence very’ far forward m the course Indeed one 
would expect the first stage to contmue to be one of the 
study of the normal, based on the old prechmcal depart¬ 
ments together with new ones, such as genetics The 
prechmcal departments alreadj form a land of stage com¬ 
mittee m most schools, but the addition to it of chmcal 
and other representatives would, without necessarily 
taking part m the teaching at all, go far to create that umty 
of purpose, common outlook, and smgle tertrunology at 
staff level, without which students’ work will remam 
divided mto prechmcal and chmcal 

Later stages must of course continue to be based upon 
existmg firms and departments, but the great strength of 
these will be fully utihsed if all concerned know what they 
are trymg to do For example, a stage dev oted to practice 
of chmcal method must obviously use general inpauent 
firms, but the teachers on these firms would not be left, 
as now, to try to grapple with all aspects of medicme, and 
would have mstead agreed limited objectives together with 
a chance to assess their results Nor would thev have to 
contend and compete with synchronous courses of mstruc- 
uon, of which neither the content nor the purpose was 
known to them 

It IS m the later part of the present chmcal curriculum 
that confusion and dissipation of effort are now so marked, 
pamcularly m regard to the purposes of outpatient 
expenence and the contnbution of speaal departments 
Order can be created agam out of near-chaos by this simple 
process of orgamsmg stages of learmng and expenence by 
groups of teachers responsible for them 

Our pecuhar system of hospital staff structure has 
provided us with a teachmg device m the firm, which 
ensures that a small number of students are closely 
attached to a teacher who is personally responsible for 
them and for the patients with whom they' are concerned 
The student is thus constantly rermnded that the care of 
the mdividual pauent is the yardstick by which ev erythmg 
else is measured He is able to learn of the professional 
responsibihties of a doctor by the only possible method— 
observong the doctor fulfilhng them Abov e all, the weldmg 
together of his education and practical trammg is assisted 
by his bemg required to focus bodi his mtegrated know¬ 
ledge and his pracncal skill upon the problems of his 
pauents He is enabled to acqmre empmcal knowledge 


and experience and at the same time be encouraged to 
learn scientific method because his teacher can set him this 
example, can exate his cunositv, and can guide him as an 
mdivndual through his personal difficulties of learmng 

It is small vv onder that other countries are endeavourmg 
to create for educational purposes this firm system which 
consideranons of hospital practice developed here Un- 
fortunatelv vvtth us it has been weakened by many factors 
which we have not tried to offset The first of these is 
simply that the chmcal teacher has not got the time which 
IS required for the care of both his patients and his 
smdents The second is that vv e have contmued to think 
of the firm as an mpatient orgamsation 

I beheve that part of the last chmcal year should be 
devoted to a stage of leammg by experience under super¬ 
vision, and that this should be based on attachment, for at 
least four months to a general medical firm, pnmanly m 
the outpatient department but extendmg into the wards 
In this smdents should be responsible for individual 
patients as they now are on the -traditional mpatient firm 
Smdent and patient together would visit the speaal 
departments as the patient’s condition demanded, and 
both would return to the doctor responsible for both 

At this stage it should also be easy to extend the student’s 
expenences outside the walls of the hospital, to give him 
an imderstandmg of the patient as a whole, and demon¬ 
strate the relation of medicme to the commumty It is 
here that I would mcorporate the general practitioner mto 
the undergraduate teachmg team, with membership of the 
committee responsible for this stage, so that he is con¬ 
versant with the objectives which the smdent has been set 
and with the hnes on which his development is planned 

* * » 

The provision of a new cumculum and a new type of 
admimstranon, how'ever, will not completely solve the 
problem of readaptmg medical education to present 
conditions of mediane The mclusion mto undergraduate 
medical schools of all that is meant by umversity education 
IS also necessary An essenual requirement of this is 
mterest m the mdividual smdent, so that he may develop m 
a sumulatmg mteUecmal atmosphere, with the encourage¬ 
ment and guidance of his teachers It would be idle to 
pretend that this is now possible m all our schools 

If the medical smdent is to be a umversity smdent, then 
he must be treated as such, and the medical school must 
provide not merely teachers, a curnculum of classes, and 
an admmistration, but also an educational servace It is not 
enough to have a mtorial system which is a mere adjunct 
to the other forms of teachmg The system providmg 
encouragement and guidance must not be separate from 
the sy stem of reproof, which is represented by authority 
and vested m the dean Any dichotomy can only result 
m resentment of authonty or frustration of encouragement 
But if all good mcennves are mobihsed and coordmated 
mto one disaplme, then progressive assessment of the 
mdividual becomes possible, and he can be given such 
help as he is known to need The medical school must 
have some kind of director of smdies as well as a dean— 
just as our older university colleges have a semor mtor 
as well as a master—^mtors and supervisors as well as 
teachers 

The mcreased need for education requires also a new 
atnmde to halls of residence In many umversities these 
have long been recogmsed as a means whereby students 
can educate themselves bv indirect contact with several 
faculnes In his later years, however, the medical student 
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lingers on after his colleagues in other disciplines and tends 
to become more attached to a hospital than a umversity 
Those who have no home in the vicimty may hve m a 
hostel belongmg to the medical school, but such hostels, 
as their name imphes, are often thought of as merely 
lodgmg-houses convemently near the wards There is a 
great need for a change of attitude so that these places 
can play their full part m education All students should 
spend some tune m them, and not merely those who have 
difficulty m findmg accommodation elsewhere Far 
greater responsibihty for the corporate life of the student 
body should then be given to the students themselves— 
a necessary experience for those who are going to carry 
heavj' professional burdens but who now tend to be kept 
from both responsibihty and commumty life up to the age 
of 24 In this field also the teachmg staff have a large part 
to play, not as persons of authority or tvith admmistrative 
duues, but as semor members of a smgle professional and 
intellectual commumty 

In none of these thmgs, which I beheve to be so import¬ 
ant, do I envisage any kind of spoon-feedmg or wet-nursmg 
of students On the contrary, I am advocaung that they be 
regarded much less as groups of overgrown schoolboys, 
and much more as mdividual adult members of a profes¬ 
sion Their reactions to the education offered must be 
regularly sought, as m most other countries it now is, and 
they should feel free to seek advice on problems of learmng 
without fear of jeopardismg their careers In the past 
medical schools have been so concerned with teachmg and 
examinations, that few facihties, either material or in 
personnel, now exist for education The need for them is 
urgent, and they are required for the postgraduate as well 
as the undergraduate The days have passed when any 
medical school can feel that its responsibihty for a man has 
ended when he has passed his final exanunations 

“ Finals ”, of course, are now a rmsnomer, for they 
merely indicate a quahficauon which is necessary before 
the student is in his last year of general mtemship, legally 
able to undertake the responsible practice under super- 
wsion of which this stage of experience is composed It 
remains to be seen whether this stage should be mcreased 
in duration or advanced in Ume But it is already a 
responsibihty of the medical schools, though not one 
which they have been able fully to discharge They will 
need to develop a much more active system of caring for 
the indivadual before they can do so 

It will only be when such a system has developed that 
man> other features of a umversity education m medicme 
can be properly undertaken For example elecuves, and 
opportunities for students to study a subject m depth by 
undertakmg some piece of original work, depend for their 
full effect on adequate knowledge and guidance of the 
indiwdual Furthermore we have to regam m this country 
greater freedom for each student to develop m his own 
way and at his own speed We have had an overcrowded 
curnculum for so long, that we have almost come at 
accept the idea of havmg the same timetable for every 
student Worse still, the sj stem of grants, by which most 
students are financed, has encouraged the idea, m both 
medical schools and grant-givmg authorities, that there is 
a fixed maximum durauon of studies which is properly 
common to all students This is most unfortunate, because 
no-one has ev cr laid down more than a mimmum penod, 
and students do not all progress at the same speed It is 
an odd paradox that bv so nghtlv removmg financial 
barriers to medical educanon m this countrv, we have at 


the same time removed from the mdividual his necessary 
freedom to vary from the average In the United States 
where most students are privately financed, it is easier for 
a man to step off the production-hne than it is here, where 
courses are repeated only by students who have done 
badly In Sweden, where students can get State loans but 
not grants, the finishing line is an entirely personal affair 
Our system of a class of students all taking their examina¬ 
tion on the same day is regarded as most unusual 
* * * 

In my view readaptation of medical education depends 
then, on (1) a course of studies, based on stages of learning 
together with relevant forms of assessment, (2) a more 
effective method of operating and mamtainmg the ne« 
curnculum, and (3) a umversity atmosphere If these 
three thmgs are provided, then undoubtedly new teaching 
techmques will emerge, or at all events vve shall leam 
much more than vve now know about the problems of 
education and the answers to them In order to set our 
house m order, however, we do not need any more 
mformation than vve now have It is as useless as it is 
dangerous to wait for scientific proof that this or that is 
necessary, or that one scheme is better than another This 
is a matter for climcal judgment It is futile, and really 
only a form of escapism, to wait for some magic concrete 
plan which can be put mto admimstrative effect and then 
forgotten 

The mam obstacle to the full implementation of these 
three thmgs is that very few teachers have enough time in 
which to give undivided attennon to educanon This can 
be remedied only by ensurmg that part-time chmeal 
teachers parncularly, have enough sessions at the teaching 
hospital to enable them to pracuse chmeal medicine, 
educate students, and engage m research It is essential 
that this IS done, if the country is to contmue to have a high 
standard of medical service It will mevitably cost money, 
but medical educanon is important It alone can pass the 
advances of medicme on mto effeenve pracnce It is 
hopeless and wasteful to tackle it halfheartedly, and the 
most econonucal medical school, hke the most economical 
hospital, IS the one which sets out to be the best rather 
than the cheapest 

If m the Nanonal Health Service we can but make the 
terms and condmons of service of medical teachers 
relevant to the demands of education, we shall be able to 
mobihse a quite remarkable number of assets Indeed, 
we should be in a far better posinon than any other 
country to solve the remaming problems of medical 
educanon 

* * * 

It seems justifiable to expect, therefore, that after a long 
period of difficulty, we can now enter a period in which 
mechcal educanon will be once more m equihbnum vvath 
medicme Certainly we should be able most successfully 
to give an educanon m medicme while retaimng and even 
improvmg our abihty to teach sound chmeal method But 
this does not mean that vve will then be automatically 
givnng a good preparaUon for medicme as a profession 

The basis of Brinsh pracnce is that each patient, 
whether m his home or at hospital, has one doctor who 
takes personal responsibihty for him, but there is tt° 
doubt that this basis has been weakened, and that too often 
there is uncertainty as to who is really responsible for the 
panent The doctor also has a responsibility to the com- 
mimity, which carmot be chscharged merely by'attending 
to individuals, and students have to be made aware of very 
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mans important duties of the profession other than that 
of diagnosing and treating disease Lastlj tve hate, 
Assays, the problem of the tva^ m -which we discharge our 
duties—the standard which the profession sets for itself 
and the nature of its corporate disaplme 
In times of great change the standards of a profession 
are at nsk, and all ethics hate to be translated into new 
terms Moral exhortation without content or direction 
IS a futile thmg, and todaj the student must be brought to 
share the problems which face his teacher both as concern 

- the patient and the profession He must learn that 
= saence, which he must use, searches onli after truth and 

has no humamtanan ends m new, but he must also learn 
that m a professional commumn, unhke others, how 
a deasion is made is more important than what is 

- deaded 

These problems are difficult—but onl\ because medi- 

- cme and the profession face a greater challenge than e\ er 
' before I would sat that there has neter been a better 

tune than this m which to be a doctor the opportumnes, 
like the challenge, are greater than ei er before Thet are 

' greater, I beheve, m this country than m ant other we 

are in a better position to solte all our problems But we 
cannot do so unless we set our sights high We must 
' accept that m a nme of change the most ideahsnc ap- 

- proach is the most reahsnc The pursmt of quahty is the 

onlj aim proper to our profession and the only one it can 
afford to have 

THE EFFECT OF TEST FEEDS 
^ ON THE PLASMA LIPIDS 

^ K J Kengsbcri 

MB,PhD Lend 
SEKlOn irCTURER 

DM Morgan P C SHERtTNGTov 

rhsearch assistant research assistant 

, THE SURGICAL UVtT, ST MARY’S HOSPITAL, LQ-SDON, W2 

^ It has been shown repeatedly that the type of fat m the 
; diet affects the hpid content of the plasma But the kmd 
of luvesnganon so far reported has se\ eral disadvantages 
, The hpid changes hare been produced bv feeding 

^ pamcular oils and fats for set eral davs, weeks, or even 

. months, with the remamder of the diet under careful 

^ control, and m these circumstances seieral Meeks elapse 

^before the plasma hpids reach a constant level on the basal 
' diet and agam -with each fat under test Because during 
all this time the basal diet has to be ngidlv controlled 
(Ahrens et al 1957), manv invesngators hare resorted to 
j giving this diet as homogenised hquid feeds (Kmsell et aL 
•" 1953) Apart from the pracncal difficulties—espeaaliy for 

studies on normal people and outpatients—arising from 

- long-oontmued control, the test materials ma 3 not be 

^' at ailable m sufficient quantitv, or mav be unsuitable for 

. ' long-term administration (eg, rung oil) Aloreorer the 

j,/ effects of trace materials, and the relame importance of 

^ particular substances, are often difficult to eraluate when 

' whole diets are bemg fed 

' ^ Hence, for identifvmg and defining the dietarr factors 

/ ’ that influence human hpid metabohsm, there is need of 
a quick and reproducible biological test This should last 
^ no more than 12 hours, for then onlv the test substance 

, need be fed, the experimental conditions nan be easily 

controlled, and ant hpid changes can be compared -with 
the effects of fastmg for an equal period Also, if the test 


is to be used as a method of biological assav, it should 
evoke reproduable responses m normal people and be 
sensim e to small changes 

Such a method, m this laboratorv, has been m use for 
4 5 ears Smgle test feeds of oils are gi\ en under standard 
conditions so that the effect of each oil on the plasma 
hpids can be quicklv and clearlv demonstrated In this 
paper we illustrate the method first bv descnbmg the 
effect of arachis oil on the plasma glvcende, phosphohpid, 
and cholesterol, and then bv reponmg the effects of 
■various other oils 

Materials and Methods 

The subjects were healthv male medical students (aged 
19-33) on the same kmd of diet and acnntv Thev w ere not 
allowed dietarv fat during the 12 hours before the experiment 
nor excessiv e fat on the previous dav, and their fasting plasma 
vras dear A light breakfast of fat-free drinks, drv toast, and 
marmalade was allowed 2-3 hours before the expenment 
The Test Feed 

50 g of the oil IS given as a smgle feed, emulsified with 50 ml 
of skimmed milk and 50-100 ml of tap water, and fla\ cured if 
desired (With feeds of less than 30 g the changes m the plasma 
hpids are s m all and mconsistent, while feeds above 60-70 g 
often cause nausea uithour proportionately increasmg the 
plasma-hpid changes ) The emulsions must not be oilv or 
thick and should be at room temperature, thev should be drunk 
quickly, without breathmg through the nose The feeds are 
followed immediatelv bv a strong-tastmg dnnk, such as black¬ 
currant cordial, and bv an apple 

A standard procedure without unpleasanmess is essenual, 
for, if the subjects are nauseated, the absorption of the feed is 
apparentlv delaj ed and the plasma-hpid changes are prolonged 
and mconsistent. 

CoUeaton of Blood Samples 

Samples were taken before the feeds, and at 1>/., S'/j, 

7-9, and 24 hours after them The blood was obtamed bv 
venepuncture usmg sihconed svimges and run mto 3 8®o 
sodium-citrate solunon buffered to pH 7 4 (18 ml of blood to 
2 ml atrate solunon), the plasma was separated immediately 
by centnfugmg and then stored at 4'C The analvses were 
begun nest dav 



HOURS AFTER MEAL 

t ^The plasma-lipid levels before and after the 50 g meals of 
arachis oil (mean of s« results) 

iii-V , glvcendes, T c total cholesterol, pl , phospholipids, E c , 
^enfied cholesterol, p c , free cholesterol, t; f_a imsaturated 
xstrr aads 
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Methods of Analysts 

Ljpid phosphorus was determined by the method of Fiske 
and Subbarow (Hawk et al 1947), total and free cholesterol 
by that of MacIntyre and Ralston (1954), unestenfied fatty 
acids according to Grossman et al (1954), and plasma total 
estenfied fatty acids by the method of Morgan dnd Kmgsbury 
(1959) 

The entire senes of plasma samples from each individual, 
plus the vanous standards, were analysed together m triplicate 
In this way fine differences between samples could be recog- 
msed The coefficient of vananon of replicate samples by each 
method has always been less than 0 8% Total-cholesterol or 
phospholipid changes of more than 3 mg per 100 ml between 
the samples of one run, have therefore been accepted as 
sigmficant 

Effects of Arachis Oil 

After single feeds of 50 g arachis oil the first observed 
change in the plasma hpids was an increase of glycerides, 
winch reached a maximum 3-3V2 hours after the feeds, 
after which the values fell rapidly for 3 hours and then 
more slowly and variably This mcrease m glycerides was 
accompamed by a slower rise and fall of the plasma 
cholesterol, phosphohpids, and unestenfied fatty acids, 
which reached their maximum at 3-6 hours after the meals. 


decreased gradually in the next 3 hours, and then fell terj 
slowly The amount and the timmg of the cholesterol and 
phosphohpid changes were very similar The behanour 
of the plasma hpids is shown in fig 1, which gives the 
average values obtamed in six volunteers 

It has been found that if too httle of the oil is absorbed, 
or if the oil is absorbed too slowly, the subsequent 
changes in the cholesterol and phosphohpids are incon¬ 
sistent and unpredictable Adequate absorption of the oil, 
normally timed, is therefore a necessary condition of the 
experiment, and we do hot consider it adequate ilnless the 
plasma glycerides rise between the fasting and 3'/ -hour 
samples and fall between the SVs-hour and 5'/ -hour 
samples Thus, if the plasma glycerides had not increased 
by more than 60 mg per 100 ml plasma (0 7 mMol per 
htre) at hours, and if over a third of this increase had 
not been removed by 5'/o hours, the experiment was 
rejected The glyceride mcreases shown in our results 
represent, therefore, the differences between the fasting 
and SV" hour samples, and the percentage clearances are 
the percentage removal of these mcreases between 3V 
hours and S’/s hours 

In normal subjects with a clear fasting plasma and a 


CHANGES IN PLASMA-LIPID LEVELS CAUSED BY SINGLE FEEDS OF VARIOUS OILS 



Plasma-hpid changes (mg per 100 ml ) average and range 


1 



B| 

g 

E C 

T C /PL 


D 



Decrease 


Group 2 

Coconut (6) 

144 

U06-257) 

46''o 

(.38-62) 

23 

(20-25) 

27 

(24-29) 

11 

(9-12) 

16 

as-iT) 

1 12 

(0 96-1 4) 

0 69 

0 S3-0 80 

17 

(14-24) 

1 

B 

Palm (4) 




21 

(18-24) 

8 

(5-10) 



0 61 

(0 40-0 66) 

16 

(15-19) 

2 

2 

52 

Arachis (18) 

143 

{81-210) 

57% 

(Sl-65) 

20 

(16-26) 

20 

(16-24) 

7 

(5-8) 

13 

(12-15) 

1 00 

(0 84-1 20) 

0 54 

(0 33-0 58) 

20 

(14-28) 

3 

S9 

01ne(6) 




19 

(18-22) 

6 

(5-9) 

13 

(12-15) 

0 91 

(0 85-11) 

0 46 

(0 38-0 59) 

19 

(15-26) 

4 

83 

Tung (2) 

90 

(JS4-116) 

42^0 

(38-49) 

17 

(14-21) 

18 

(15-22) 

5 

(4-6) 

13 

(11-6) 

1 

(/ 1) 

0 38 

(0 38-0 37) 

14 

(13-14) 

5 

165 

Croup 2 

Sunflower (5) 

172 

{110-297) 

63 

(49-72) 

12 

(10-14) 

7 

(6-8) 

2 

(2-8) 

5 

(4-7) 

0 58 

(0 56-0 68) 

04 

(0 36-0 68) 

24 

(19-31) 

6 

131 

Safflower (3) 

146 

(92-216) 

48% 

(41-53) 

13 

(9-16) 

6 

(5-8) 

2 

(2-3) 

4 

(8-6) 

0 52 

(0 5-0 55) 

0 50 

(0 33-0 66) 

19 

(12-28) 

7 

138 

Corn (4) 

138 

(103-157) 

51% 

(41-62) 

14 

(11-m 

6 

(4-8) 

2 

(2-^) 

4 

(8-5) 

0 43 

(0 4-0 65) 

0 50 

(0 4-0 7) 

21 

(19-26) 

8 

113 

So>-a (2) 

118 

(122-114) 

44% 

(36-52) 

14 

(14-25) 

8 

(7-9) 

3 

(8) 

(4% 

0 57 
(0 5-0 6 

0 60 

(0 5-0 75) 

21 

(17-25) 

9 

134 

Cotton-seed 

C2) 

141 

(112-170) 

48% 

(40-52) 

14 

(14-15) 

9 

(9-10) 

3 

(8) 

6 

(6-7) 

0 66 

(0 6-0 7) 

0 50 

(0 4-0 6) 

16 

(17-15) 

10 

106 

Whale (6) 

166 

(100-158) 

68% 

(53-79) 

14 

(12-16) 

6 

(4-8) 

2 

(1-3) 

4 

(3-5) 

0 48 

(0 4-0 58) 

05 

(0 36-0 64) 

21 

(11-28) 

n 

123 

Pilchard (3) 

125 

(106-139) 

53% 

(38-67) 

15 

(12-17) 

8 

(7-10) 

3 

(8-4) 

5 

(3-7) 

0 54 

(0 47-0 57) 

06 

(0 5-0 6) 

15 

(13-23) 

12 

152 

Heated tobac 

CO seed (12) 

160 

(64-256) 

56" 

(45-59) 

10 

(.5-15) 

(2-10) 

((^3) 

ma 

0 50 

(0 21-0 57) ‘ 

0 25 

(0 0-0 6) 

20 

(12-26) 

13 


Group 3 

Stored crude 
tobacco - seed 
(12) 

145 

(99-204) 

61“ 

(43-67) 

10 

(5-13) 

2 0 
(0-6) 

-30 

(~I—6) 

5 0 

(2-10) 

0 20 
(0-0 7) 

-06 

(-12—02) 

19 

(13-24) 

14 1 

136 

Crude tobac 

CO seed (12) 

1S8 

(72^70) 

62® 

(49-78) 

0 25 
-5--5 

1 

(-3-^3) 

-80 

(-3-20) ' 

(-^3-+20) 1 

40 1 

(-0 75--2 0) ' 

-09 ' 

(-0 8—11) 1 

19 

(12-39) 

1 

136 

Fasting (12) 

-24 

(-C/— es) 


-5 

(-2—10) 

-6 

(-1-18) 

-3 ' 

(-2 — 4) 1 

-3 I 

(~1 — 9) 1 

(-0 66-^3 0) ' 

10 ! 

(■^0 2--^ 3 0) '( 

-3 

3-10) 

1 

e 1 


Fraction A <2) 

123 

(116-130) 

48® 

(39-57) i 

9 

(7-11) 

2 

(0-4) 

(-/— 3) ' 

■* i 
(1-n 1 

02 1 

(0 — 0 3) I 

-05 , 16 

(-10-0 4) ' (15-18) 

1 " 1 

_ 

Fraaion B (2) 

161 

(135-177) 

56® 

(47-65) 

12 0 ' 
(9-15) 1 

7 

(6-7) 

20 1 
(1-3) 

5 

(5-0 1 

0 58 1 

(0 66-0 47) I 

04 

(0 2-0 75) 

25 

(16-34) 

i 

c L 

_ 

Cod h\er (2) 

101 

62 

(48-76) 

13 

(11-15) 

8 1 
(5-11) 

3 1 

(2~D 1 

1 

5 , 

(3-7) 

1 

0 61 ' 

(0 45-0 73) 1 

i 

06 

(0 7-0 57) 1 

30 1 

(21-39) 1 

( 

150 


TL. Phospholipids T c. Total cholesterol F c Free cholesterol E,c = Estenfied cholesterol t F A Unsatumted lattj ocid 
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Rg 2 

Fig 2—TEC changes m plasma phospholipid and cholesterol caused 
by the various oils (numbered as m table) 

The effects of ftacDons A and Bj cod-liver oU and festing, 
shotm m the table are, for the sahe of sirapliatv, cot included in the 
ffgure. 

FL.=pno5pIiolitJids, T c.=total ccolesterol, r c.=&ee cholesterol 


Fig 3 

Fig 3—The r e sponse of three subjects to the same test feed when fed 
at intervals os er 3 vears 

A, arachis, B, heated tebacco-'eed oil, C, crude •■obacco-seed oil 
The fasting plasma levels o'"the three suDjetrs were A,phosnholip ds 
OS mg per 100 ml, total cholts*eroI 235 mg , B, phospholipids 
15S mg , total cholesterol 16° mg , C, pho'pholip ds 222 mg , total 
cholesterol 234 mg 


normal absorption of glvcende, plasma cholesterol and 
phospholipid reached their masunum 3-6 hours after the 
feed. The changes in phosphohpids and cholesterol caused 
by the feeds can be expressed bv the values 

(jil hour—fastmg)—(5^' hour—fastmg) 

2 

The fisure obtained in this way vre call the hpid response. 

Effects of Vanoos Other Oils 
Smgle 50 g feeds of other oils were fed m the same way 
to normal volunteers The oils used, the number of 
espetunents, and the hpid response are shown m the table. 

Xon-polvmensed refined ting oil was supplied bv Unilever Co 
The other oils were of edible grade and obtained from Unilei er Co, 
H M Faure &. Co , British Cod Liver Oils Ltd , and througn Hess 
Products and Cvdo Chem.cals Ltd 

Stomd tobacco-'eed oil is crude oil which has been stored at 
*1 C m the darh fo" 9 months and ‘ heated tobacco-seed oil ’ is the 
crude oil hea'ed by neam to 165 C under a high vacuum 

Fraction A ’ and “ Sacnon B were p-epared from the fattv 
acids obtamed bv deh-draimg ncmoleic aad Those hquid below 
10 C CHHditdi 1936) were stored at 0 C for several weehs m the darh 
m an atmosphere of nitrogen, a solid ffacnoa was separated bv 
Snanon at 0 C Both liquid and soil fractions were then frozen at 
20 C, sto-ed at 0 C for sa-ewl weeis, and filtered as before The 
ffacnons solid at 0 C were combined and called ffacnon A, the com¬ 
bined fractions were called ffacnon C Thev were fed as ethvl esters 

With all the oik, plasma givceiide rose by more th a n 
60 mg per 100 ml and over a third of this mcrease was 
removed at 3'/,—5^/i hours But the different oik produced 
three different types of hpid response, and can accordmglv 
he placed m three groups (table and fig 2) 

Group 1 —^These raised the total-cholesterol and phospho¬ 
lipid levels bv about 20 mg per 100 rhL, without altenng the 
ratios of total cholesterol to phosphohpid or of &ee cholesterol 
to estenfied cholesteroL 

Group 2 —The mcreases m total cholesterol and phospho¬ 
hpid were smaller, but the rano of total cholesterol to 
phospholipid was reduced. The mno of ffee cholesterol to 
estenfied cholesterol was unaltered. 

Grout) 3 —•''Kiih the oils m this group (crude and stored 
tobacco-seed od) the levds of phosphohpid and total cholesterol 
row onlv verv shghtly o- actuaBv fell The level of free 


cholesterol consistentlv fell, but both the phosphohpid and the 
free-cholesterol/estenfied-cholesterol ratios were variable. 

These different hpid responses were not assoaated with 
differences in the amounts of glvcende increase 
In control experiments a fat-free diet, tahen for 24 
hours, reducec the levek of all me plasma hpids estunated. 

Reproducibilitv of Lipid Response 
Fig 3 shows the cnanges m cholesterol and phosphohpid 
levek obtained with oik of the three groups Each 
volunteer received one oil four times, and on each occasion 
it produced the same fcmd of response, distmct from the 
effects of the other oils In the experiment recorded m fig 
4, each of four \ olunteers took three different offs All four 
subjects showed the same type of hpid response to a given 
oil, and similar alterations in response when the oils were 
changed. (In fig 4, for simphotv, onlv the cholesterol 
changes are shown.) 

Thus healthv people gave the same hpid response to 
a pamcular type of od, even when the tests were separated 
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Fig 4—The “ swmg ” of response in fonr subjects to three different 
rvpes of oil (4, arachis B heated tobacco-seed oil C, crude 
tobacco-secd oil) 

The fhstmg levels total cholesterol m the fotx subjects trere 
X, 181 mg per 100 ml , Z, 211 mg O 183 mg , A, 16° mg 
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by a year, and, by changing the oil, the volunteers could 
be “ swung ” to another response Qearly, the repro- 
duabihty of the results was not due to insensmveness of 
the test This could in fact distinguish between the effects 
not only of different oils but even of the same oil before 
and after treatment by heat (table and fig 2) 

Discussion 

As a method of biological assay, the test feed has the 
advantage of simphaty, speed, and ease of control, and it 
enables us to ascertain the effects of single substances, 
usmg comparatively httle material Their effects on 
plasma hpids are demonstrated not only (as m the longer 
experiments) by the changes m cholesterol and phospho- 
hpid but also by the relauon of these hpids to one another 
and the relauon of free cholesterol to estenfied cholesterol 
The alterations in these relations are new findings which 
suggest that plasma-phosphohpid and plasma-cholesterol 
levels are under separate physiological control Even in 
normal people the phosphohpid/cholesterol rauo is not 
necessarily constant, and its different behaviour in response 
to group-1 and group-2 oils raises the mteresting quesuon 
whether it is ordmarily set by the diet 

The different effects of crude and heated tobacco-seed 
oils IS a further new findmg, which will be discussed 
elsewhere The difference does not seem to be due to 
alteranons m the fatty-acid composition of the oils 

It IS difficult to compare our results with those of other 
workers who have used smgle feeds for studymg changes 
in the plasma hpids (Man and Gildea 1932, Lmdholm 
1956, Dole et al 1959), for, although Man and Gildea, for 
example, recorded similar phosphohpid changes, their aim 
was to see whether hpid changes did m fact occur, and 
not to create a standard method of biological assay 
(Kmgsbury 1958) Reasons why our findmgs may differ 
from those of the longer (more usual) experiments are 
numerous 

1 The oils may have been subjeaed to different treatment 
(compare our different results with crude and heated tobacco- 
seed oils) 

2 Most of the other work has been done on pauents, 
whereas ours vas on normal subjects 

3 The results reported here concern only the period of lipid 
increase immediately following the fatty meals, whereas the 
results of long-term experiments must be the algebraic sum of 
varying lipid absorption, plasma-hpid increases, and clearance 
of hpids from the blood 

4 The nio methods mav be sensinve to different vanables 

5 Whereas our results describe changes from a standard 
basal condition, the changes m the long-term experiments 
result from altenng one diet for another This pomt can be 
illustrated by the fact that m the long experiments com oil has 
so often caused an immediate and progressive fall m the 
plasma-cholesterol level, whereas m our experiments it 
caused a nse 

It IS all the more mterestmg, therefore, that our results 
should m many ways resemble those of Ahrens (1957), 
using the longer method In both mvesugauons oils 
having lodme values abovu 100 produced low levels of 
plasma cholesterol, whereas with oils which have lodme 
values below 90 the cholesterol level increased with the 
saturation of the fat (see table) Whale, pilchard, and 
cod-hver-oil—which are nch m polyunsaturated aads but 
not in those essential for the normal health of animals 
(Thomasson 1953)—gav e the same kinds of hpid responses 
as the edible vegetable oils (com, soya, sunflower) whose 
high content of unsaturated aads is composed mainly of 


“ essential ” fatty acids This is sirmlar to the results of 
Ahrens (1959) 

In view of the similar effect of fish oils and vegetable 
oils on the plasma-cholesterol, it is mterestmg to reflect 
that, though an increase of tri-unsaturated acids in the 
tissue hpids of ammals is strong evidence for a deficienq 
of the essential fatty aads (Jorgensen and Holman 1958), 
this accumulauon of trienes has been reversed by cod- 
hver oil (Rieckenhoff et al 1949, Dam et al 1959), and 
that though this oil is rich in polyunsaturated acids, it has 
a very low essential-fatty-acid acuvity when assessed 
conventionally in terms of a normal skin in animals Thus 
It seems that many of the polyunsaturated aads, such as 
those foimd in cod-hver oil, may not only lower the blood- 
cholesterol level but also correct fatty-acid deficienaes 

As conventionally defined, a “ non-essential ” acid very 
similar m physical properties to the “ essential ” Imoleic 
acid IS Its cn-trans isomer, which has a melung-point of 
about —3°C (Privett et al 1955) or up to 7°C (Jackson et 
al 1952) Unfortunately It cannot yet be made m quanti¬ 
ties sufficient for feeding experiments, but, as an alterna¬ 
tive, we hoped to obtain low-melung-pomt isomers of 
Imoleic acid from dehydrated ricmoleic acids (Hilditch 
1956) Ultraviolet spectroscopic analysis (Hilditch et al 
1951) of our fractions A and B showed that about 60% 
were Imoleic acid or its isomers, of which about half were 
conjugated, probably the cts-tram isomers were concen¬ 
trated in fraction B (melting-point 0-1CC) As both these 
fractions raised the plasma hpids only shghtly (see table) 
It appeared that the hpid response to the natural cii-ni 
Imoleic acid (approximately 70% of tobacco-seed oil) was 
neither prevented nor obscured by its conjugated or other 
isomers 

Our results with tung oil are not at present explamable 
Smclair (1959) has suggested that it should have the same 
effects as other non-essenual oils of equal imsaturauon, 
but this Ignores its undoubtedly different properUes, as 
evident in its chemical reactivity, rate of oxidauon, and 
absorpuon spectra in the ultraviolet Possibly the 
biological action of conjugated fatty aads of this type 
differs from that of non-conjugated aads of equal un- 
saturauon 

The reasons for the different effects of the vanous oils 
are not yet estabhshed, but we cannot see why many 
factors m oils should not act m different ways For 
mstance, the amount of the biologically essenual Imoleic 
aad usually given as a dietary supplement is about 50 g 
a day (Olson et al 1958) This would be about 5—10% of 
the total dry weight of the daily diet of our volunteers and 
probably about 10% of a patient’s hospital diet In 
animals, however, severe essential-fatty-aad deficiency 
can be corrected by less than 0 5% of hnolcic or arachi- 
domc acid m the diet (Holman 1950)—an amount of 
arachidomc aad which is said to have no effect on the 
plasma hpids of man (Keys et al 1959) It may be thah 
m large amounts, unsaturated acids (both essential and 
non-essenual) alter the physicochemical properues and 
hence the metabohsm of their esters (glycerides, choles- 
terols, phosphohpids, &c ) (Klein and Martm 1959) This 
need not exclude a simultaneous correcuon of any 
exisung farty-aad defiaency (Fulco and Mead 1959) 

In addiuon, an effect from the non-sapomfiable or uace 
components of an oil cannot be excluded, and this may 
be the reason why crude tobacco-secd oil and heated 
tobacco-seed oil (though we have found no difference m 
their fatty-aad composition) have different effects 
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TABLE I—^TITHES OF ANTINUCLEAR FACTORS IN HEALTHS SUBJECTS, IN 
PATIENTS ITH VARIOUS DISEASES UNRELATED TO S L E , AND IN 
PATIENTS WITH S L E AND THEIR RELATIVES 


Turc of Anti 
nuclear factors 
(dilution) 

Health) 

subjects 

Diseases 
unrelated 
to S L B 

1 

Patients 
NMlh S L t ' 

Rchtivcs 
of patients 

Willi SLE 

AVeante 

Undiluted 

33 

40 

3 

20 

1 1 

3 

5 

2 

3 

1 2 

4 

4 

1 

3 

Positive 





1 4 to 1 16 

0 

1 

12 

17 

1 32 to 1 128 

0 

0 

14 

4 

1 256 to 1 1096 

0 

0 

19 

3 


diseases unrelated to s L E were studied as controls 
Specific nuclear fluorescence was not seen with 73 of these 
sera, and was seen with undiluted serum or serum diluted 
1 2 in another 16 sera In only 1 instance was specific 

nuclear fluorescence seen when the serum was diluted 1 4 
51 patients with s L e were studied When the first 
serum drawn from each of these patients was examined, 
specific nuclear fluorescence was found with scrum 
diluted 1 4 or higher in 45 In all, 151 specimens of 
serum from these 51 patients have been examined to date, 
and specific nuclear fluorescence with serum diluted 1 4 
or higher was observed with 131 specimens As anti- 


TABLE n—RESULTS OF TESTS FOR ANTINUCLEAR FACTORS IN THE 
RELATIVES OF PATIENTS WITH SISTEMIC LUPUS ERYTHMATOSUS 


Uelotionship 

Female relatives 

Male relatives 

Positive Negative 

tests tests 

Positive Negative 

tests tests 

Parents 

5 1 

0 4 

Siblmns 

6 4 

4 5 

OfTsprinc 

Maternal siblings 

2 0 

3 1 

2 3 

1 1 

First cousins 

1 0 

0 1 

Grandparents 

0 3 

0 3 

Totals 

17 9 

7 17 


nuclear factors were found when the serum was diluted 
1 4 in only 1 of 90 sera examined as controls, the 
demonstration of antinuclear factors in serum diluted 1 4 
or more appeared to distinguish patients with s L e from 
healthy subjects and those with a variety of other 
diseases The test was therefore called positive when 
antinuclear factors were demonstrated in scrum diluted 
1 4 or more 

Single serum samples from 50 members of famihcs of 
12 pauents Mith s L E were studied (tables i and ii) 
Specific nuclear fluorescence was demonstrated with 
serum diluted 1 4 or more in 24 instances Posim e tests 


nuclear faaors when the patient was sjauptom-frcc as a result 
of treatment with prednisone, all were negative Positnc tests 
for antinuclear factors were foimd m the mother (i 1) and 3 of 
5 siblings—m 1 of whom (ll 1) the titre was 1 1024 

In the second pedigree the propositus (ll 2) was a 21-iear-old 
American Negro housewife witli tjpical sle Posime tests 
for antinuclear factors w ere found in the serum of the patient, 
her 2 younger sisters, her 5-ycar-old son, and 3-> car-old 
daughter (ill 3)—m whom the litre of antinuclear factors was 
1 4096 

The serum-"!-globuhn levels were estimated by the 
Biuret reagent and filterpaper electrophoresis They are 
compared in flg 2 with values from 62 healthy Caucasian 
(1 13 ±0 23 g per 100 ml) and 62 healthy American 
Negro subjects (137^:0 30 g per 100 ml) Elevated 
T -globulin levels ( > 2 s D above the mean of the controls) 
were found in only 3 Caucasian relatives and 2 Caucasian 
controls Decreased i -globuhn levels ( > 2 s d below the 
mean of the controls) were found in 1 Caucasian and 2 
Negro relatives 5 of the 6 Negro relatives were members 
of one family (pedigree 2) The difference between the 
"! -globuhn levels in the members of this family and those 
in the controls was significant (/"=17 2, p=<0 01) 

DISCUSSION 

In 1957 Leonhardt “ reported sle in 3 of 14 siblings 
He pointed out that at that time there were only four 
reported instances of the famihal occurrence of s l e 

Subsequently, Agranat et al “ Larsson and Leonhardt,'* and 
Lawrence * have each reported sle m2 sisters Wagcnhals 
and Burgeson “ obseri ed the disease m twin sisters Griffin 
ct al ’ found sle in a father and his daughter, and Holman and 
Dcichcr " reported its occurrence in a mother and htr daughter 
These clinical observauons suggested tliat sle may possibly 
be a familial disorder 

In a study of two pedigrees, Larsson and Leonhardt * found 
lughcr mean serum-y-globuhn levels in siblings of patients 
with SLE and their children than in controls living under the 
same environmental condiuons The siblings had higher mean 
Y-globulm values than the first cousins, and the siblings’ 
children than the second cousins Larsson and Leonhardt 
considered tint familial liypergammaglobulinTmia and familial 
SLE were possibly closely related and were mamfestations of 
an underlying, genetically determined tendency to over¬ 
production of y-globulin Holman and Deicher" found 
“distinct hypcrgammaglobuhnxmia’’ in 11 of 57 relatives 
from 18 families of patients with sle, and Rodnan 
ct al ' found definite hjpcrgammaglobuhnxmia in 12 
of 59 relatives, thus confirming the observations of Larsson 
ahd Leonhardt__ 

9 Rodnnn G P Maclachlan M J, Crcighlon, A S Chn Rrs 1960, 

8, 197 


were found with the sera of 19 of 36 
first-degree rclativ'cs tested, and with the 
sera of 5 of 14 second-degree relatives 
Positive tests were found m 17 of 26 
female relauvcs but in only 7 of 24 male 
relauv es The difference in the frequency 
of posmvc tests in male and female 
relauvcs is significant (/“ = 5 2, p=< 0 05), 
but further observauons on this sex 
difference are necessary 

Two family pedigrees arc shovvai in fig 1 
In the first pedigree the propositus (ll 4) was 
a 15-vcar-old schoolgirl in whom definite 
clinical ev idcncc of S L E had been found, and, 
m the past, Hargraves’ cells had been demon¬ 
strated in her blood Findings diagnostic of 
lupus nephritis w ere obscrv cd in a renal biopsy 

1 cT^/>r"arT4#»n« rvT «/*rnrY^ rr»ct» H rrvr nnti — 


Pedigree I Pedigree 2 

CAUCASIAN AMERICAN NEGRO 



[l 1024] [I 16] [l 4] [Neg] [Neg] [Neg] 
(130) (122) (139) (141) (102) (102) 


np I —Pcdlirrces of t«o families of patJcnt*i 
>^khSL.C 



(131) (0 90 (0 64) 



[Neg] [I 8] [' ‘’098] 
(I 20) (0 70) (0 45) 


o 

o 


SLE 

-’positne test for imiinuclwr factors 


frtr flnfinitrlrnr factors 


I 0 —not tested 

j [1 —litre of antinuclear factors 

! f) —scrum r'globulin (r per 100 ml) 
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Fig 2.—Serum-v-globulinlevels m liealtlij subjects and In relatives 
of patients with SeL.E, 

The mean values are given by continuous lines and two standard 
dcTiauons by interrupted lines 

outpatients with posiave tests for antinuclear factors 
• = patients with negative tests for antinuclear fectors 


We found few relatives with hypergammaglobuhnasmia, 
but somewhat high c-^obuhn levels were found in 5 of 7 
members of pedigree 1 Unusually low /-globuhn levels 
were found m 4 of 5 members of pedigree 2 This findmg 
is of mterest m view of the reported det elopment of an 
arthntis resemblmg rheumatoid arthritis m almost half of 
16 children with the congemtal form of agammaglobuhn- 
Emia, and of collagen disease m patients with congemtal 
and acquired agammaglobuhnasmia 
The most stnkmg abnormahty found was the high 
prevalence of positive tests for antmuclear factors m the 
serum of relatives of patients with sx E The results 
strongly suggest that an abnormal protem or proteins with 
an aflSmty for cell nuclei m vitro are present m the serum 
of about half the relatives By contrast, positive tests for 
antmuclear factors were found in the serum of only 1 of 
50 subjects with diseases unrelated to s L E and m none 
of the 40 healthy subjects studied Hargraves’ cells have 
been reported m about 12% of patients with rheumatoid 
arthritis and occasionally m other so-called collagen 
diseases We found positive tests for antmuclear factors 
m the serum of only 5 of 35 patients with these disorders 
Thus the prevalence of positive tests for antinuclear factors 
was considerably higher m relatives of patients with s l e 
than m patients with rheumatoid arthnns, scleroderma, 
and dennatomyositis As rheumatoid arthritis and posim'e 
serological tests for rheumatoid factor appear to be 
commoner m relatives of patients with s L E that m the 
general population,® ° relatives of patients with s L E may 
possibly compnse at least a propomon of the patients with 
chmcal rheumatoid arthnns and posinve Hargraves’ cells 
or antmuclear factors 

The ffiUology of systemic lupus erythematosus is snll 
unknown In recent years abundant evidence has been 
accumulated that the serum of panents with sle 
contains sev eral abnormal Y-^uBulins These abnormal 

10 Gitlin D , Gross PAM Janeway C A. J Med 1960, 

260 72 

11 Fnedman I A, Siddey J E,Poske,R M, Black A Bronsky D 
Ham, W H Jr Fcldi^e, C Reeder, P S Katz, E Al. Arm tmem 
Med 1957,46 1113 


Y-globuhnSj which react with cells or cell constituents 
in vitro, can probablv be classified as auto-immune 
annbodies Panents with sle also show mcreased 
responsiveness to foreign anngens The mechamsm 
underlying the appearance of autounmime anUbodies 
and the mcreased sensinvity to foreign anngens is 
snll poorly imderstood Both these abnonnahnes, 
however, pomt to a derangement m the system regulatmg 
“ immunological homoestasis ” The data reported here 
indicate that this derangement probably has an hereditary 
basis, and suggest that otert disease may result firom 
esposure to various anngens and other provocanve 
snmuh in persons with the appropnate hereditary ab¬ 
normahty m the homcEstasis of the annbody-producmg 
system 

We wish to thank Mrs Anne Doig, Mrs Janet Rezaian, and Mr 
MarccUus Moore for technical assistance This study was supported 
in part by a grant (H2253) from the Umted States Public Health 
Service, National Inkitutes of Health, Bethesda, Maryland 
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BLOOD-GROUP DISTRIBUTION IN 
MEGALOBLASTIC ANiEMIA OF PREGNANCY 

Folic-acid defiaency m pregnancy is charactensed by 
the appearance of megaloblasts m the marrow In the 
most severe cases these are of the classical Ehrhch tv^e, 
as seen m addisoman ansmia, whereas transmonal 
megaloblasts are encountered m the milder forms of the 
disease More recent studies have shown that fohc-aad 
deplenon frequently occurs m late pregnancy without 
producmg megaloblasnc changes m the marrow,’® although 
the haemoglobm-level can generally be raised by the 
admimstranon of fobc aad 

Fohc-aad defiaency in pregnancy can thus be 
convemently classified m four categones 

Grade 0 —^The marrow remains entirely normoblasnc and 
folic-aad deplenon can be diagnosed with certamty only by 
fohc-aad assays In these cases the hsmoglobm level can 
usually be raised by fohc-aad therapy 

Grade 1 —The mildest form of megaloblasnc ansemia, m 
■which the marrow is predommantly normoblasnc, though it 
contains a number of transmonal megaloblasts Diagnosis m 
such cases may need confirmanon by other cntena—eg, a 
raised serum-iron level and sansfactory response to fohc-aad 
therapy 

Grade 2 —The marrow is predommantlv megaloblasnc, but 
the majonty of cells is of the transmonal type. 

Grade 3 —A flond megaloblasnc marrow m which the 
classical Ehrhch type of megaloblast predominates The marrow 
picture m these cases is mdisnnguishable from that seen m 
addisoman anremia 

Obviously, the marrow-changes m these four categones 
reflect, to some extent, the degree of fohc-aad deplenon 
m any given person It would be an oversimphficanon to 
assume from this that all pregnant women with fohc-aad 

• Established investigator Amencan Heart Association, supported by the 
Illinois Heart Assoaauon. 

t Fellow Netherlands Organisauon for the Advancement of Pure Research, 
Present address Department of Medicme, Umversit^ of Grtmingen 
Netherlands 
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TABLE I—TITRES OF ANTINUCLEAR FACTORS IN HEALTHY SUBJECTS, IN 
PATIENTS %\1TH VARIOUS DISEASES UNRELATED TO SLE, AND IN 
PATIENTS WITH SLE AND THEIR RELATIVES 


Titrc of Anu- 
nuclcar factors 
(dilution) 

Healthy 
subjects ' 

Diseases 
unrelated 
to S L E 

Patients 
with SLE 

Relatives 
of patients 

With SLE 

Neganic 





Undiluted 

33 

40 

3 

20 

1 1 

3 

5 1 

2 1 

3 

: 2 

4 

4 


3 

Positive 





I 4 to 1 16 

0 

1 

12 

1 17 

1 32 to 1 128 

0 

0 

1 

1 4 

1 256 to 1 4096 

0 

0 

1 

19 

3 


diseases unrelated to s L E were studied as controls 
Specific nuclear fluorescence was not seen with 73 of these 
sera, and was seen with undiluted serum or serum diluted 
1 2 in another 16 sera In only 1 instance was specific 
nuclear fluorescence seen when the serum was diluted 1 4 
51 patients with sle were studied When the first 
serum drawn from each of these pauents was examined, 
specific nuclear fluorescence was found with serum 
diluted 1 4 or higher in 45 In all, 151 specimens of 
serum from these 51 pauents have been examined to date, 
and specific nuclear fluorescence with serum diluted 1 4 
or higher was observed with 131 specimens As anu- 


TABLE II—RESULTS OF TESTS FOR ANTINUCLEAR FACTORS IN THE 
RELATIVES OF PATIENTS WITH SYSTEMIC LUPUS ERYTHMATOSUS 


Relationship 

Female relatives 

Male relatives 

Posimc 

tests 

Negative 

tests 

Positive 

tests 

Negative 

tests 

Parents 

5 

1 

0 

4 

Siblings 

6 

4 

4 

5 

Offspring 

Maternal siblings 

i 

0 

1 

2 

1 

3 

1 

First cousins 

1 

0 

0 

1 

Grandparents 

0 

3 

0 

3 

Totals 

17 


7 

17 


nuclear factors were found when the serum was diluted 
1 4 in only 1 of 90 sera examined as controls, the 
demonstrauon of anunuclear factors in serum diluted 1 4 
or more appeared to disunguish pauents with sle from 
healthy subjects and those with a variety of other 
diseases The test was therefore called posiuve when 
anunuclear factors were demonstrated in serum diluted 
1 4 or more 

Single serum samples from 50 members of families of 
12 pauents with sle were studied (tables i and n) 
Specific nuclear fluorescence was demonstrated with 
serum diluted 1 4 or more in 24 instances Posiuv e tests 
were found with the sera of 19 of 36 
first-degree relauv'es tested, and with the 
sera of 5 of 14 second-degree relauvcs 
Positive tests were found in 17 of 26 
female relauves but in only 7 of 24 male 
relauv'es The difference m the frequencj 
of posiUve tests in male and female 
rclauvcs is sigmficant (/" = 5 2, P= <0 05), 
but further observauons on this sex 
difference are neccssarj 

Two familj pedigrees are shown in fig 1 

In the first pedigree the propositus (ii 4) was 
a 15-vi.ar-oId schoolgirl in whom definite 
clinical cv idcnce of S L e had been found, and, 
m the past, Hargraves cells had been demon¬ 
strated in her blood Findings diagnostic of 
lupus nephritis w ere observ ed in a renal biopsv 
1 speamens of scrum were tested for anti¬ 


nuclear factors when the patient was symptom-free as a result 
of treatment with predmsone, all were negative Positive tests 
for antinuclear factors were found in the mother (i 1) and 3 of 
5 siblings—in 1 of whom (ii 1) the utre was 1 1024 

In the second pedigree the propositus (n 2) was a 21-ycar-old 
American Negro housewife with typical sle Positive tests 
for anunuclear factors were found in the serum of the patient, 
her 2 younger sisters, her 5-year-old son, and 3-year-old 
daughter (iii 3)—m whom the tiue of antinuclear factors was 
1 4096 

The serum-Y-globuhn levels were esumated by the 
Biuret reagent and filterpaper electrophoresis They are 
compared in fig 2 with values from 62 healthy Caucasian 
(1 13±0 23 g per 100 ml) and 62 healthy Amencan 
Negro subjects (137±0 30 g per 100 ml) Elevated 
Y-globulin levels ( > 2 s D above the mean of the controls) 
were found in only 3 Caucasian relauves and 2 Caucasian 
controls Decreased '(-globulm levels (>2 s D below the 
mean of the controls) were found m 1 Caucasian and 2 
Negro relauves 5 of the 6 Negro relauves were members 
of one family (pedigree 2) The difference between the 
Y-globuhn levels in the members of this family and those 
in the controls was sigmficant (/-=17 2, p=<0 01) 


DISCUSSION 

In 1957 Leonhardt - reported sle in 3 of 14 siblings 
He pointed out that at that ume there were only four 
reported instances of the famihal occurrence of s L E 

Subsequently, Agranat et a) “ Larsson and Leonhardt,* and 
Lawrence * have each reported sle in 2 sisters Wagcnhals 
and Burgeson ' observed the disease m twin sisters Griffin 
et al ■ found sle in a father and his daughter, and Holman and 
Dcicher ® reported its occurrence in a mother and her daughter 
These clinical observauons suggested that sle may possibly 
be a familial disorder 

In a study of two pedigrees, Larsson and Leonhardt * found 
higher mean serum-Y-globulin levels in siblmgs of patients 
with SLE and their children than m controls living under the 
same environmental condiuons The siblings had higher mean 
Y-globuhn values than the first cousins, and the siblings’ 
children than the second cousins Larsson and Leonhardt 
considered that famihal hypergammaglobuhnaimia and familial 
SLE were possibly closely related and were manifestations of 
an underlying, genetically determined tendency to over¬ 
production of Y-globuhn Holman and Deicher' found 
“ disunct hypergammaglobuhnaimia ” in 11 of 57 relatives 
from 18 famihes of patients with sle, and Rodnan 
et al “ found definite hypergammaglobuhnxmn m 12 
of 59 relatives, thus confirnung the observations of Larsson 
ahd Leonhardt 


Rodnan, G P > Maclachlan 
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Fig 2.—Serum-levels in healthy subjects and m relatives 
of patients inth 

The mean values are given bv contmuous lines and two standard 
deviations by mtemipted lines 

o=patients with positive tests for antinuclear factors 
• = patients with negative tests for antinuclear factors 




We found few relam es with hypergammaglobuhnaEmiaj 
but somewhat high Y-globuhn levels were found in 5 of 7 
members of pedigree 1 Unusually low *, -globulin levels 
were found m 4 of 5 members of pedigree 2 This fi nd i ng 

15 of ibterest in view of the reported development of an 
arthnns resemblmg rheumatoid arthnns m almost half of 

16 children with the congemtal form of agammaglobuhn- 
armaj and of collagen disease m panents with congemtal 
and acquired agammaglobulmtemia 

The most stnkmg abnormabtj found was the high 
prevalence of positive tests for antinuclear factors m the 
serum of relatives of patients with s L E The results 
strongly suggest that an abnormal protem or proteins with 
an affinity for cell nucla m vitro are present m the serum 
of about half the relatives By contrast, posim e tests for 
antmuclear factors were found m the serum of only 1 of 
50 subjects with diseases unrelated to Si E and m none 
of the 40 healthy subjects studied Hargraves’ cells have 
been reported in about 12% of panents with rheumatoid 
arthritis and occasionally in other so-called collagen 
diseases We found posim e tests for antmuclear factors 
m the serum of only 5 of 35 patients with these disorders 
Thus the prevalence of positive tests for antmuclear factors 
was considerably higher m relatives of patients with s L E 
than m patients with rheumatoid arthritis, scleroderma, 
and dermatomyosins As rheumatoid arthnns and posim e 
serological tests for rheumatoid factor appear to be 
commoner m relanves of panents with si E that in the 
general populauon,® ® relam es of panents with s Li may 
possibly compnse at least a propomon of the panents with 
chmeal rheumatoid arthnns and posinve Hargrav es’ cells 
or antmuclear factors 

The Eenology of systemic lupus erythematosus is snll 
unfcQown In recent years abundant evidence has been 
accumulated that the serum of panents with SLi 
contams seve ral abnormal Y-glot>uhns These abnormal 

10 Gitlin D Gross PAM Janewa 5 C. A, Er^l J hitd 1960 
260 72 

11 Fnedman I A J E Poske, R, M, Black A- Bronsky D , 

Hartz, W H Jr Feldhake, C. Re^er PS, Katz, E Ann tnstm 
AUd 19S7 46, 1113 


Y-globuhns, which react with cells or cell consntuents 
m vitro, can probablv be classified as auto-immune 
annbodies Panents with s l e also show mcreased 
responsiv eness to foreign anngens The mechamsm 
underlymg the appearance of auto immun e antibodies 
and the increased sensinvity to foreign anngens is 
snU poorly understood Both these abnormahnes, 
however, pomt to a derangement m the sy’stem regulating 
“ immun ological homoestasis ” The data reported here 
mdicate that this derangement probably has an hereditary 
basis, and suggest that overt disease may result from 
exposure to various anngens and other provocame 
strmuh m persons with the appropnate hereditary ab- 
nonnahty m the homcestasis of the annbody-produemg 
S3istem 
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Service, Nauonal Institutes of Health, Bethesda, Alaryland 
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BLOOD-GROUP DISTRIBUTION IN 
IWEGALOBLASTIC ANiEMIA OF PREGNANCY 

Folic-acid defiaency m pregnancy is charactensed by 
the appearance of megaloblasts m the marrow In the 
most severe cases these are of the classical Ehrhch tVTie, 
as seen in addisoman anamia, whereas transioonal 
megaloblasts are encountered in milder forms of the 
disease More recent smdies have shown that fohc-aad 
deplenon frequently occurs m late pregnancy without 
producing megaloblastic changes in the marrow,^® although 
the hsemoglobin-level can generally be raised by the 
admimstranon of fohe aad 

Fohc-aad defiaency m pregnancy can thus be 
convemently classified m four categones 

Grade 0 —^The marrow remains entirely normoblasnc and 
fohc-aad deplenon can be diagnosed with certaintv only by 
folic-aad assays In these cases the haemoglobin level can 
usually be raised by fohc-aad therapv 

Grade 1 —The mildest form of megaloblasnc anemia, m 
which the marrow is predonunantly normoblasnc, though it 
contains a number of transmonal megaloblasts Diagnosis m 
such cases mav need confirmanon bv other entena—e g, a 
raised semm-iron level and sansfactory response to fohc-aad 
therapv 

Grade 2 —The marrow is predommantlv megaloblasnc, but 
the majority of cells is of the transitional tvpe 

Grade 3 —A flond megaloblasnc marrow m which the 
classical Ehrhch tvpe of megaloblast predommates The marrow 
picture m these cases is mdistinguishable from that seen m 
addisoman ansmia. 

Obviously, the marrow-changes m these four categones 
reflect, to some extent, the degree of fohc-aad depletion 
m any given person It would be an oversimplification to 
assume from this that all pregnant women with fohc-aad 

• Established investigator American Heart Assoaauon, supponed by the 
Illmois Heart Associauan 

t Fellow Netherlands Organisation for the A.dvanccment of Pure Research, 
Present address Department of Mediane Umveisin of G’^mmgcn. 
Netherlands 
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TABLE I—TITRES OF ANTINUCXEAR FACTORS IN HEALTHS SUBJECTS, IN 
PATIENTS WITH VARIOUS DISEASES UNRELATED TO S L E , AND IN 
PATIENTS WITH S L E AND THEIR RELATIVES 


Titre of Anu- 
nuclcar factors 
(dilution) 

Healthy 

subjects 

I- 1 

Diseases 1 
1 unrelated 
to S L E 

Patients ' 
WltllSLE 1 

Relatives 
of patients 
with SLE 

Negotwe \ 





Undiluted 

33 

40 

3 

20 

1 1 

3 

5 

2 

3 

1 2 

4 

4 

1 

3 

Positive 





1 4 to 1 16 

0 

1 

12 

' 27 

1 32 to 1 128 

0 

0 

14 

4 

1 256 to 1 4096 

0 

0 

19 

3 


diseases unrelated to s l e were studied as controls 
Specific nuclear fluorescence was not seen with 73 of these 
sera, and was seen ivith undiluted serum or serum diluted 
1 2 in another 16 sera In only 1 instance was specific 
nuclear fluorescence seen when the serum was diluted 1 4 
51 patients with s L e were studied When the first 
serum drawn from each of these patients was examined, 
specific nuclear fluorescence was found with serum 
diluted 1 4 or higher in 45 In all, 151 specimens of 
serum from these 51 pauents have been exarmned to date. 


nuclear factors when the patient was symptom-free as a result 
of treatment with predmsone, ill w'ere negative Positive tests 
for anunuclear factors were found m the mother (i 1) and 3 of 
5 siblings—in 1 of whom (ii 1) the titre was 1 1024 

In the second pedigree the propositus (ll 2) was a 21-ycar-oId 
American Negro housewife w'lth typical sle Posimc tests 
for anunuclear factors were found in the serum of the patient, 
her 2 younger sisters, her 5-year-oId son, and 3-year-oId 
daughter (ill 3)—m whom the titre of anunuclear faaors was 
1 4096 

The serum-Y-globulin levels were esumated by the 
Biuret reagent and filterpaper electrophoresis They are 
compared m fig 2 with values from 62 healthy Caucasian 
(1 13±0 23 g per 100 ml) and 62 healthy American 
Negro subjects (137±0 30 g per 100 ml) Elevated 
y-globulin levels ( > 2 s d above the mean of the controls) 
were found in only 3 Caucasian relatives and 2 Caucasian 
controls Decreased ■) -globulin levels ( > 2 s d below the 
mean of the controls) were found in 1 Caucasian and 2 
Negro relaUves 5 of the 6 Negro relatives were members 
of one family (pedigree 2) The difference between the 
y-globuhn levels in the members of this family and those 
in the controls was significant (y==17 2, p=<0 01) 


and specific nuclear fluorescence with serum diluted 1 4 
or higher was observed with 131 specimens As anu- 


TABIE II—RESULTS OF TESTS FOR ANTINUCLEAR FACTORS IN THE 
RELATIVES OF PATIENTS WITH StSTEMIC LUPUS ERYTHMATOSUS 



Female relatives 

Male relatives 

Relationship 

; Positive 

Negative 

1 Positive 1 

Negative 


tests 

1 tests 

tests _ 

tests 

Parents 

5 

‘ t 

! 0 

4 

Siblings 

6 

4 

4 

5 

Offspring 

Maternal siblings 

2 

3 

0 

1 1 

' 2 

1 1 

3 

1 

First cousins 

1 

0 

0 

1 

Grandparents 

0 

3 

! 0 

3 

Totals 

17 

9 

7 

17 


nuclear factors were found when the serum was diluted 
1 4 in only 1 of 90 sera examined as controls, the 
demonstration of antinuclear factors in serum diluted 1 4 

or more appeared to disungiush pauents with sle from 
healthy subjects and those with a variety of other 
diseases The test was therefore called posiuve when 
anunuclear factors were demonstrated in serum diluted 
1 4 or more 

Single serum samples from 50 members of fanuhes of 
12 pauents with sle were studied (tables I and ii) 
Specific nuclear fluorescence was demonsuated with 
serum diluted 1 4 or more in 24 instances Posiuve tests 


DISCUSSION 

In 1957 Leonhardt ^ reported sle in 3 of 14 siblings 
He pointed out that at that time there were only four 
reported instances of the familial occurrence of s L E 

Subsequently, Agranat ct al “ Larsson and Leonhardt,' and 
Lawrence ‘ have each reported sle in 2 sisters Wagcnhals 
and Burgeson “ observed the disease in twm sisters Griffin 
ct al ’ found sle in a father and his daughter, and Holman and 
Dcicher ' reported its occurrence in a mother and her daughter 
These climcal observauons suggested that sle may possibly 
be a familial disorder 

In a study of two pedigrees, Larsson and Leonhardt * found 
higher mean serum-y-globulin levels in siblings of patitnts 
with sle and their children than in controls living under the 
same environmental conditions The siblings had lugher mean 
Y-globuhn values than the first cousins, and the siblings’ 
children than the second cousins Larsson and Leonhardt 
considered that famihal hypergammaglobulinaimia and familial 
SLE were possibly closely related and were mamfestauons of 
an underlying, geneucally determined tendency to over¬ 
production of Y"B'°huhn Holman and Deichcr * found 
“ disunct hypergammaglobuhnaimia ” in 11 of 57 relatwcs 
from 18 families of patients with sle, and Rodnan 
ct al ' found definite hypergammaglobulinaimia in 12 
of 59 relatives, thus confirming the observations of Larsson 
ahd Leonhardt __ 

9 Rodnan G F Maclachlan, M J Creighton, A S C/in Ret 1960, 
8, 197 


were found with the sera of 19 of 36 
first-degree relauves tested, and with the 
sera of 5 of 14 second-degree relauves 
Posiuve tests were found in 17 of 26 
female relauves but m only 7 of 24 male 
relauv es The difference in the frequency 
of posiuve tests in male and female 
relauves is significant (>'= = 5 2, P= <0 05), 
but further observauons on this sex 
difference arc necessary 

Tw o family pedigrees arc shown in fig 1 
In the first pedigree the propositus (ii 4) w as 
a 15-vear-old schoolgirl in whom definite 
clinical ev idence of S L E had been found, and. 


Pedigree I 
CAUCASIAN 



[I 1024] [l 16] [l 4] [Neg] [Neg] [Ncg] 
(130) (122) (139) (141) (102) (102) 


rig 1 —Pedigrees of two families of patients 
with SLE 


Pedigree 2 
AMERICAN NEGRO 

I 


n I 

d 91)" (0 91) (0 64) 



[Neg] [I 8] [I 4096] 
(I 20) (0 70) (0 45) 



in the past, Hargraves’ ctlls had been demon- . 

straied in her blood Findings diagnostic of • L E i C -not teste 

lupus nephritis were observed in arena! biopsy O — positiv c test for antinuclear faaors j I) -titre of antinuclear faaors 

4 speamens of serum were tested for anti- O —negative test for anunuclear faaors 1 () —scrum f-globulin (g per 100 m ) 
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Cooling and rewarmmg is by means of a heat-exchanger 
constructed from stainless steel A filter and bubble trap 
are mcorporated m the arterial outflow Ime Two sucker hnes 
are provided which dehver their blood on to five perforated 
plates lightly coated with ana-foam The output of the arterial 
pump and of the pump controllmg the sucaon Imes can be 
vaned by two simple hand controls The apparatus and tubmg 
m contact with blood is stenhsed m ethylene oxide for 24 
hours before use 

The hypothermic and heatmg eqmpment is contamed withm 
a low trolley which acts as a mount for the heart-lung machme 
In this way the apparatus, while remainmg compact, is entirely 
self-contamed The cold source is supphed with a mixture 


of ice and water kept m a lagged 2 gal tank, and hot water is 
kept thermostaucally controlled at about 40°C m a separate tank 
Application 

The apparatus has been used m twenty-five dog expen- 
ments In addiaon, four children have been operated on, 
with one death In use the machme requires very little adjust¬ 
ment, the runnmg bemg m the hands of one techmcian 
The apparatus has been constructed for me by Mr A F Turner 
in the Guy s Hospital Medical School workshop, and it will be 
available through Cardiac Recorders, Ltd, Weymouth Street, 
London, W 1 

Guys Hospital ^ ^ RoSS 

London S E 1 M B , B SC Cape Toivn, F R c S 


Reviews of Books 


Medical and Dental Aspects of Fluoridation 

W A Canxell, mrcs,dph,lds London Lewis 1960 
Pp 125 I5s 

Most of the growmg literature of fluondation and fluorme 
IS scattered m various journals A great deal of the research has 
been done m the Umted States, and the few books that have 
appeared smce Roholm’s classic text m 1937 have been pub¬ 
lished there A British survey of the present state of knowledge 
IS welcome, and Dr Cannell gives a concise and readable 
summary, with an account of some important origmal work on 
the effect of trace elements 

It is a rehef to find a book that deliberately does not discuss 
the various fluoridatton trials m the Umted States So much 
has been written about them and their real and alleged short- 
commgs that there is a risk of losing sight of one of the funda¬ 
mental issues—the physiological and biochemical effeas of 
fluondes Too little is generally known about the systemic 
effeas of fluorides, and Dr Cannell’s book should go a long 
way towards dispellmg this ignorance, especially among the 
opponents of fluoridatton 

The chapters on the pharmacology of the fluondes and on 
the calcification of skeletal and dental tissues are particularly 
good Speculation is kept to a minimum, and the faas are 
presented fairly, and without bias Not everyone will agree 
with Dr Cannell m his excursion mto the field of logical 
causality (p 69), but the inescapabihty of fluorides renders his 
argument an attractive one 

The final chapter, on the pubhc-health aspeas, puts forward 
a well-reasoned case for the fluoridation of water-supphes 
Other possible means of admimstratton are discussed m the 
light of recent research The bibliography is comprehensive 
and up to date, though there is no reference to Mackenzie’s 
extensive review i 

This IS probably one of the best accounts of fluorides and 
their effeas that has been pubhshed for some time 

Pathology of Infancy and Childhood 

Agnes R Macgregor, md, frcpe, frcog, reader in 
pathology, Edmburgh Umversity Edinburgh and London 
E & S Livmgstone 1960 Pp 631 ^5s 
A VOLUME concerned entirely with psediatnc pathology has 
been urgently needed by many pathologists, and the gap has 
been partly filled by this book in which Dr Macgregor incor¬ 
porates the expenence of her many years as an authority on 
thissubjea It is a simple book it makes no pretension to bemg 
0 work of reference for padiatric pathologists, but has been 
designed for the pathologist whose mam work and mterests 
Me with older patients Most conditions which he is likely 
to meet are considered adequately, with proper regard for their 
relative importance and mcidence Bearmg in mind that the 
Eteat majority of necropsies are on infants dymg in the peri¬ 
natal period, notes on necropsy technique and detailed prac- 
tical accounts of pennatal conditions are included Many 

1 Mackenzie E F W Lancet, 1952 i 961 


faas in this part of the book rarely appear m prmt and are 
usually appreciated only after considerable experience The 
section deahng with developmental anomahes could have been 
fortified by the mclusion of notes on embryology, supported 
by diagrams Smce many hospitals have cardiothoracic umts, 
and deaths from cardiovascular anomahes often form a big part 
of psdiatric necropsy work, the account of these anomahes 
may be too superficial Although the photographs of speci¬ 
mens of malformed hearts are generally self-explanatory, a few 
diagrams would have enhanced clarity A lack of umformity 
between different sections of the book is mainly due to the 
omission of conditions which are not peculiar to infants or 
children, or which are well desenbed m standard textbooks of 
pathology But a few relatively important diseases are treated 
rather briefly, and many less common ccmditions are not 
mentioned even by reference to the literar^rj Although the 
references are well chosen and up to date, the/Oibhography will 
be little help to the pathologist faced with an"^unusual case 

This book will be particularly useful'^to those embarkmg 
upon a career m pathology or psediatrics Its value to the estab- 
hshed pathologist is limited, but it will be enjoyed bv those who 
appreciate the signs of the author’s wide experience 

The Cheinical Senses m Health and Disease 

H Kalmus, sc t), M D, reader in biology. University of 
London, S J Hubbarh, b sc , ph D , leaurer in physiology. 
University College, London Springfield, Ill Charles C 
Thomas Oxford Blackwell Scientific Publications 1960 
Pp 95 30i 

No disciple of Brillat-Savann needs to be remmded of the 
importance of the chemical senses—concerned as they are with 
taste and smell But many may be surpnsed at the complexity 
of the physiological processes subservmg the art of trans¬ 
cendental gastronomy Who would have suspeaed, for 
mstance, that over 60 volatile substances contribute to the 
aroma of coffee ’ This suggests almost endless permutation of 
naturally occumng odours and many lands of odour-receptors 
On the other hand, only four basic tastes—sour, salt, sweet, and 
bitter—are firmly estabhshed The interplay of taste and 
smell, the importance of these chemical senses in behaviour 
both in animals and man, some curious and mteresttng 
genetical variations m both senses, and hnes of future research 
and their practical importance are all discussed m this book 
The psychological aspeas—some ways the most fascinattng 
of any—are also briefly mentioned The book is short and well 
worth the attention of physiologist and chmcian It is a pity 
the price is so high 

The Early History of Surgery 

W J Bishop, editor. Medical History London Robert Hale 
1960 Pp 192 18s 

At a tune when road travel is becommg mcreasmgly danger¬ 
ous, It IS good to discover that some at least of its former 
hazards have been mitigated Richard Wiseman, writing in 
1676, described the nusadventure which befell “ a gentleman 
of about thirty years of age, who was coming out of Hertford- 
shire through Tottenham and riding upon the causeway near 
an inn when, one emptying a chamber pot out of the tvmdow 
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defiaency are equally liable to develop advanced megalo- 
blasac anffitma A study of the blood-group distribution 
of patients with megaloblastic anaimia of pregnancy has 
shown that cases with a grade-3 type of marroWj m which 
the classical Ehrhch type of megaloblasts are encountered, 
probably represent a speaal group which appears to be 
genetically determined 

The blood-group distribution of 175 patients with megalo¬ 
blastic anaimia of pregnancy was compared with that of 3500 
routme antenatal cases m the same distncf As seen in table i, 
the only deviation from the norm is an mcrease m the mcidence 
of blood-group A in pauents ivith megaloblasuc anxmia, but 
this is less than the group A preponderance reported in 
addisoman anaimia “ 


an inherited predisposition to the disease The report by 
Giles and Burton “ of 13 out of 41 cases of megaloblastic 
anaemia of pregnancy, with evidence of dimmished fat 
absorpuon, has already pomted to a consututional factor 
m the aetiology of the disease It is perhaps sigmficant 
that a grade-3 type of marrow was found m 10 of these 13 
cases 

My than]>s are due to Mr A H Iliffe, of the University College 
of North Staffordshire, for the statistical analysis, to Dr R B 
McConnell for his helpful advice, to Dr A J McCall for his help 
and encouragement, and to the research fund of the Birmingham 
Regional Hospital Board for its assistance 

City General Hospital, ^ GILES 

Stoke-on-Trent At D , B SC Manc 


TABLE I—BLOOD-GROUP DISTRIBUTION IN MEGALOBLASTIC ANIEAUA 
OF PREGNANCY" 



Routine antenatal 
(3500 cases) 

Megaloblastic anicrma of pregnancy 

group 

All grades 
(175 cases) 

grade 3 
(77 cases) 

grade 2 
(59 cases) 

grade 1 
(39 cases) 

O 

46% 

43% 

34% 

48% 

56% 

A 

42% 

50% 


46% 

36% 

B 

9% 

5% 

5% 

3% 

5% 

AB 

3% 

2% 

1% 

3% 

3% 

_ 


When, however, cases of megaloblastic anaemia of pregnancy 
were classified according to their htematological grade (from 
1 to 3), and the blood-group distnbuuon calculated separately 
for each grade, it became obvious that there was only one 
category with a defimte group-A preponderance—namely, 
grade 3—composed of those cases m which the marrow most 
closely resembles that of addisoman anasmia Table i shows 
that the mcidence of blood-group A m 77 cases in category 
3 is 60%, compared with a proportion of 42% in the controls 
As seen m table n, this difference is statisucally significant 
(p < 0 01) On the other hand, the group-A incidence m those 
panents who were classified in grades 1 and 2 is 42%, which 
closely approaches the normal distnbuuon 


TABLE II—INCIDENCE OF CROUP-A IN MEGALOBLASTIC ANIEMIA OF 
PREGNANCY 


Aiegaloblastic anemia 

Number 

Group A 



of pregnancy 

of cases 

incidence 



All grades 

175 

50% 

4 18 

<0 05 

Grade 3 

77 

60% 

9 16 

<0 01 


59 

46°o 

0 30 

>05 

Grade 1 

39 

36% 

0 43 

>05 

Grades 1 and 2 

98 

42% 

0 04 

>05 

Controls 

3500 

42% 



Analysis of clmical and hxmatological findmgs in women tvith 
the vanous grades of megaloblasuc anxmia shows that grade-3 
cases tend to present with more severe anxmia, higher serum- 
iron let els, and usually show a greater reuculocyte response to 
fohc-aad therapy In other respects, pauents in the various 
categories do not appear to differ Their age-distribuuon is simi¬ 
lar and the mcidence of achlorhydria is approximately the same 
A history of an inadequate diet in pregnancy appears with 
equal frequency m all categones, and the previous admmistra- 
tion of iron does not seem to affect the marrow-piaure 
Gastromtesuml symptoms, especially anorexia and ulccrauon 
of the moutli, occur equally often with lesser degrees of 
megaloblastosis 

It would obviously be premature to draw defimte con¬ 
clusions from the blood-group distnbuuon in a smglc 
senes of cases from one district These findings suggest, 
however, that while fohc-aad defiaency, with or without 
megaloblasuc changes in the marrow, is a frequent occur¬ 
rence m late pregnancy, pauents with advanced mcgalo- 
blasuc anxmia consutute a speaal group m which there is 

15 Fraser Roberts J A Bnr tffj Bull 1959 15, 129 


New Inventions 

A HEART-LUNG MACHINE FOR INFANTS AND 
YOUNG CHILDREN 

Most heart-lung machmes are designed for pauents of 3 to 
5 years and over Moreover, parucular attenuon has been 
direaed towards apparams capable of mamtainmg the circula- 
uon m full-sized adults A number of congcmtal defeas arc 
responsible for death within the first year of life *, but existing 
machmes, with their relauvely large prmimg volume, arc not 
readily adaptable to the low flows and blood-volumes m this 
age-group 

The followmg heart-lung circuit has been designed to provide 
flows up to 1 2 htres per mm, with a priming volume of 
500-750 ml 
Apparatus 

Basically this is a scaled-down version of the model m current 
clmical use " The oxygenator is of the rotatmg disc variety, 
and a heat-exchanger is included in the circuit The apparatus 
is enurely self-contamed, bemg provided with its own source 
of heatmg and coolmg fluids (see figure) 

Two complete oxygenators are available (22 and 34 cm 
long) The smaller provides for flows up to 700 ml per min, 
and the larger for flows up to 1200 ml per mm The discs are 
of stainless steel, 7 8 cm in diameter and spaced 4 nun apart 
Spacmg of the iscs at less than 4 mm causes foammg No 
silicone or anu-foam is rcqmrcd m the oxygenator The 
rotauon speed of the discs is 120 r p m 

1 Bonhom Carter, R E , Waicrsion, D J Bril Heart J 1957, 19, 589 

2 Ross, D N Bru med J I960, u, 571 



Circuit dloarnm of the doroplele opporotui •howIoE the h> polhertnU 
unit below 
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Cooling and rewamung is b\ means of a heat-exchanger 
constructed from stainless steel A filter and bubble crap 
are mcorporated m the anenal outflow hne. Two sucker hnes 
are provided which dehver their blood on to five perforated 
plates hghtlv coated \nth anu-foam The output of the arterial 
pump and of the pump controlhng the suction hnes can be 
varied bv tn o simple hand controls The apparatus and tubmg 
m contact with blood is sterilised m ethylene oxide for 24 
hours before use 

The hvpothemuc and heanng eqmpment is contained vnthm 
a low troUev which acts as a mount for the heart-lung machme 
In tEic vrav the apparatus, while remaimng compact is entirelv 
self-contamed The cold source is supphed with a mixture 


of ice and water kept m a lagged 2 gal tank, and hot water is 
kept thermostancally controlled at about 40 C m a separate tank. 

Application 

The apparatus has been used in twenty-five dog expen- 
ments In addition, four children have been operated on, 
with one death In use the machme requires very httle adjust¬ 
ment, the runnmg bemg m the hands of one techmaan 
The apparatus has been constructed for me b\ Mr A F Turner 
m the Guj s Hospital Afedical School workshop, and it will be 
available through Cardiac Recorders, Ltd, tVevmouth Street, 
London, tT 1 

Gui-’s Hospital D N Ross 

London S E.1 w B , B SC Cane Town, F R c s 


Re^Tcws of Books 


Medical and Dental Aspects of Fluoridation 

VT A. CSKVELL, SLE-OS , D FJB , I_D s London Lewis I960 
Pp 125 I5i 

Most of the growing hterature of fluondanon and fiuorme 
IS scattered m various journals A great deal of the research has 
been done m the Umted States, and the few books that have 
appeared smce Roholm’s classic text m 1937 have been pub¬ 
lished there A Bnnsh suit ey of the present state of knowledge 
IS welcome, and Dr Cannell gnes a concise and readable 
summarv, with an account of some important ongmal work on 
the eficCT of trace elements 

It IS a rehef to find a book that deliberateh does not discuss 
the various fluondation trials m the Umted States So much 
has been written about them and their real and alleged short- 
commgs that there is a risk of losmg sight of one of the funda¬ 
mental issues—the phi siological and biochemical efiects of 
fluorides Too htde is generaUi known about the svstetmc 
effects of fluorides, and Dr Cannell’s book should go a long 
Way towards dispellmg this ignorance, espeaally among the 
Opponents of fluondanon 

The chapters on the pharmacologv of the fluondes and on 
the caloficanon of skdetal and dental ussues are pamcularlv 
good Speculanon is kept to a minimum , and the facts are 
presented fairlv, and wrthout bias Not eiervone will agree 
With Dr Cannell in his excursion mto the field of logical 
causahtv (p 69), but the mescapabihtv of fluondes renders his 
argument an atn active one 

The final chapter, on the pubhc-health aspects, puts forward 
a well-reasoned case for the fluondanon of water-supphes 
Other possible means of admmistranon are discussed m the 
hght of recent research The bibhography is comprehensive 
and Up to date, though there is no reference to Alackenzie s 
extensive review i 

This IS probably one of the best accounts of fluondes and 
their effects that has been published for some time. 

Fathologv of Infancy and Childhood 

Agxes R. AIacgkegor, mJ) , F R-C-pi, F B.C.O G , reader in 
pathology, Edmburgh Umversitv Edinburgh and Loudon 
E &. S Livingstone 1960 Pp 631 75i 
A VOLUME concerned entirelv with p^diatnc pathology has 
been urgently needed by mam pathologists, and the gap has 
partly filled by this book m which Dr Alacgregor mcor- 
Porates the expenence of her manv years as an authonrv on 
flus subject It is a simple book itmakes no pretension to bemg 
fi work of reference for ptediatnc pathologists, but has been 
designed for the pathologist whose mam work and mterests 
2 re With older patients Alost condiuons which he is hkelv 
to meet are considered adequately, with proper regard for their 
relative importance and mcidence Beanng m mmd that the 
^rcRt majority of necropsies are on infants dvmg m the pen- 
naial period, notes on necropsy techmque and detailed prac- 
bcal accounts of pennatal conditions are mcluded Alanv 


facts in this pan of the book rarely appear m pnnt and are 
usually appreoated only after considerable expenence The 
section deahng with de\ elopmental anomahes could have been 
fortified by the mclusion of notes on embnologv, supported 
by diagrams Smce manv hospitals has e cardiothoraac umts, 
and deaths from earthoi ascular anomahes often form a big part 
of p$diatnc necropsy work, the account of these anomahes 
may be too superficial Although the photographs of speci¬ 
mens of malformed hearts are generally self-explanatory, a few 
diagrams would have enhanced clanrv A lack of uniformity 
between different secDons of the book is mainly due to the 
omission of conditions which are not pecuhar to infants or 
children, or which are well described in standard textbooks of 
pathology But a few relanv elv important diseases are treated 
rather briefly, and manv less common conditions are not 
mentioned even by reference to the hteratw^ Although the 
references are well chosen and up to date, the bibhography will 
be httle help to the pathologist faced with an^tmusual case 

This book wiU be particularly usefulTo those embarking 
upon a career m pathology or paediatncs Its value to the estab- 
hshed pathologist is limited, but it will be enjoved bv those who 
appreciate the signs of the author s wide expenence 

The Chemical Senses m Health and Disease 

H Kalmus, sc d , M j) , reader m biologv, Umv ersitv of 
London, S J Hubbard, bsc, phji , lecturer in pbvsiologv. 
University College, London Springfield, Ill Charles C 
Thomas Oxford Blackwell Saennfic Pubheanons 1960 
Pp 95 30r 

No disaple of Bnllat-Savaiin needs to be remmded of the 
importance of the chemical senses—concerned as they are with 
taste and smell But many may be suipnsed at the complexity 
of the physiological processes subserving the art of trans¬ 
cendental gastronomy \i'ho would have suspected, for 
instance, that over 60 volatile substances contribute to the 
aroma of coffee^ This suggests almost endless permutation of 
naturally occurring odours and manv kmds of odour-receptors 
On the other hand, only four basic tastes—sour, salt, sweet, and 
bitter—are firmly established The mterplay of taste and 
smell, the importance of these chemical senses m behaviour 
both in ani m als and man, some cunous and mterestmg 
genencal v ananons m both senses, and hnes of future research 
and their practical importance are all discussed m this book 
The psychological aspects—^m some ways the most fascinatmg 
of any—are also briefly mennoned The book is short and well 
worth the attention of physiologist and climaan It is a pity 
the pnee is so high. 

The Early History of Surgery 

I Bishop, editor, Mtd cal History London Robert Hale 
1960 Pp 192 18r 

At a time when road tray el is becommg mcreasmglv danger¬ 
ous, It is good to discover that some at least of its former 
hazards have been mitigated Richard Wiseman, wntmg m 
1676, described the misadventure which befeU “ a gendeman 
of about thirty years of age, who was commg out of Hertford¬ 
shire through Totten h a m and tiding upon the causewav near 
an inn when, one empmng a chamber pot out of the wmdow 


1 Mackermt, E. F W Lai- t 1952 i, 961 
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as he was passing bj, his horse started and rushed violently 
between a signpost and a tree which supported part of the sign 
The poor gentleman was beaten off his horse and lay stunned 
upon the ground ” This case, and Wiseman’s successful 
management of it, is one of the many which Mr Bishop uses 
to illustrate the evolunon of surgery His book is happily 
wntten m a style easily mtelligible to the layman, yet technical 
enough to appeal to doctors as well, and, as might be expected 
from the author’s status as an antiquarian, it is distmguished 
by a meticulous attention to accuracy Even m such a matter 
as the emergency operation on Kmg Edward VII, it is noted 
that It was never officially stated whether or not an appendi- 
cectomy had been performed 

The Healthy Child 

ffis Physical, Psvchologtcal, and Social Development Editors 
Harold C Stuart, m d , emeritus professor of maternal and 
child health, Harvard Umversitj School of Public Health, 
Dane G Prugh, m d , associate professor of p-ediatrics and 
psjchiatry, University of Rochester School of Medicine and 
Dentistr> Cambridge, Mass Harvard University Press 
London O'dbrd Univ ersity Press 1960 Pp 507 80i 
This book is tvritten for all who work professionally with 
children, whether in the areas of medicme, education, social 
work, public health, nutrition, nursmg, or psychology, and 
those who have contributed to it come from a correspondmgly 
wide range of disciplmes The emphasis is on “ healthy 
development ” and how it may best be protected or promoted 
The book presents m broad terms a picture of the child and his 
expected progress from conception to maturity It is concerned 
\vith him as an individual who is changing or developmg 
accordmg to natural laws and inborn potemiahues It deals 
with the major aspeas of his physical development and also 
with his psychosocial development and the factors which favour 
mental health Among its many interesung chapters is one on 
cmouonal changes m pregnancy Emphasismg throughout the 
wide range of normal, the book is a valuable contnbution to the 
increasing literature on the important subject of normahty 

Life’s Long Journey 

Kenneth Walker, f r c s London Victor GoUanez I960 
Pp 191 21i 

Mr Kenneth Walker tvntes, for the general public, to 
discount excessive claims for the material sciences m general, 
and in particular the supposition that natural selecaon suffi¬ 
ciently cxplams the course of human evoluuon and that scien¬ 
tific control could or should direa its future course, if any 
In the earher chapters he seems to postulate “ life ” as a 
forward-looking entity planmng its own development, but 
throughout the book “ Nature ”, svithout invened commas, 
appears as experimenter and giver or withholder of gifts, and 
It IS not at all clear whom or what he regards as the " eternal 
moier ”, though he makes a firm claim for the life spiritual 
and the reahty of mysucal experience 

Like some others, Mr Walker regards the present popula¬ 
tion explosion as more dangerous to humamty than the atom 
bomb and fears our despairmg recourse to Commumst 
tcrmitism He is surely unjust to Ecclesiastes (“ cast thy bread 
upon the waters ”) in ascnbmg to him and not to Proverbs the 
adnee to look to the ant for exemplar, but that, in the present 
human predicament, the termitary is terrifymg to contemplate 
IS sure enough 

No Crying in this Cradle 

The Expeetan and Nursing Mother s Bedside Book Elizabeth 
G Morrison, srn,scm,mts, Joan Goldman Lxindon 
Emest Bcnn 1960 Pp 159 15i 
Elizabeth Momson has had a vast experience of readmg 
and answenng letters from mothers because for thirty years 
she has run the correspondence columns m Nursery World 
But one wxinders just how much practical expenence she has 
had, and how recendy Some of the adnee she giscs is out¬ 
dated—eg, “it IS adsisable to go specially easy on meat in 


the last month or tw o of pregnancy ” There seems litde point 
m advismg an expectant mother not to cat mixed grill and 
telhng her that it won’t moke her or the baby “ feel too good ” 
The book says that eiderdowns for babies “ought to be forbidden 
by an Act of Parliament ”, not because they may smother the 
baby, but because “ notlimg more effecuve exists to make the 
baby sweat ” Most of the book is an mvectn c in favour of 
breast-feeding But the reasons why babies should be breast¬ 
fed whenever possible are poorly argued and unconvincing 
It is true that some doctors do not know much about normal 
babies, but it is doubtful whether many are as woefully 
Ignorant as this book suggests Doubtless dissatisfied patients 
wnte in sorrow and anger to the magazmes, and Sister Mornson 
must receive many such letters But to describe the doaor and 
baby dime as “ statistics-ridden prophets ” who “ yell the 
roof off with their denunciations ” seems to be going rather far 

Nevertheless, the book contains a good deal of sensible, 
practical advice of the land that is being given daily by good 
doctors and nurses up and down the country 

Clinical Bacteriology (2nd ed London Edward Arnold 
1960 Pp 309 30i) —The duties of the bacteriologist in a 
hospital are to isolate pathogemc bacteria, to decide from 
collateral evidence and probability that these have some con- 
necuon with the patient’s illness, and—a recent development— 
to give gmdance on the treatment of die infection to those 
responsible for the pauent The idenuty of the orgamsm is not 
vasdy important (except to the epidemiologist) but custom at 
least demands that this shall be reported as accurately as 
possible It IS this academic pride in gomg beyond the bare 
diagnosis and treatment which distinguishes the medical 
baaeriologist from the techmcian When Dr Joan Stokes’ 
book first appeared it was the best benchbook for the medical 
bacteriologist which had been published and it remains so 
today The academic background (for which she still apolo¬ 
gises) converts what might have been a mere cookery book 
into a readable and reliable guide to work at the bench The 
changes in this second edition add some new methods and take 
account of some recent advances in knowledge, but as before 
It IS clear that all the recommendations are made m the hght of 
personal experience 

Demonstrations of Physical Signs m Climcal Surgery 
(13th cd Bristol John Wright 1960 Pp 928 15s) —In 
1927 medical illustration was just emerging from the era of 
line drawings Some textbooks contained a few photographs, 
but they were often reproduced in poorly contrasting shades of 
grey, and the technique of colour printing was in its infancy 
When, therefore, in that year, the first edition of this book 
appeared, with its clear and vivid illustrations, students were 
quick to appreciate the efforts that Mr Hamilton Bailey and 
his publishers had made on their behalf It comes as no 
surprise to learn that, of the English editions alone, 177,000 
copies have now been sold The latest edition contains more 
than four times as many pages and illustrations as the first, 
and if this growth-rate is mamtained the twenty-fifth edition 
may well include an illustration of the typical lesion the 
volume produces by resting on the reader’s knees Many 
pictures have been furnished by distinguished clinicians, some 
of whom would no doubt acknowledge that they were helped 
to their first academic successes by the very work to which they 
have now contributed 

Principles of Orthopaedic Surgery (London J & A 
Churchill 1960 Pp 799 150r)—Dr Paul Z Colonna 
earlier pubhshed a book based on lus lectures and teaching- 
rounds at the Umversitj of Pennsylvania This volume is an 
expanded form (a notable difference is the increased space 
devoted to traumauc lesions) but has m common with the 
earlier one a stjlc of wTiung and prmtmg that makes for easj 
readmg even over long periods A few of the radiographs arc 
not adequately reproduced, but the \\orh is one of the \cr> icv> 
which can be freely quoted on cither side of the Atlantic 
vvathout modification and wath equal authontj 
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Malaria Research 

Laverak discovered the malana parasite m 
1880 he opened the flood gates to a torrent of research 
which, despite ebbs and flows, todav runs as strongly 
as ever It seemed at various tunes that the problems of 
malana had been finall y solved at the end of the centurs 
when the mechanism of transmission through mos¬ 
quitoes was worked out, the way seemed open (or so at 
least Ross thought) for the control and abohoon of the 
disease, m the years between the wars, and later, a 
range of drugs was synthesised which seemed to offer 
the perfect therapy, then the researches on the eso- 
erythrocvnc cjcle ^m 1936 onwards had apparently 
filled the last gap m our knowledge of the life-cycle of 
the parasite, while the discovery of dicophane (dot) 
and other residual msecuades was thought to have 
provided the final answer to the problem of mosquito 
eradication. And today, although we may feel that the 
end is m sight, this impression may be as false as any 
s imilar one expressed earher in the century 
The study of malana mtolves so many disaplmes 
that a speaal composite saence—^malanology—^mevit- 
ably developed, with its own institutes, journals, 
techmques, jargon, and speaaUy its cadre of mter- 
nanon^ workers who have devoted their hies to this 
fas cinatin g borderhne of research The malanologist 
must be prepared to dabble m entomology and proto¬ 
zoology, m clmical medicme, m chemotherapy and 
biochemistry, m statistics and geneucs, even m such 
uncongemal subjects as engmeenng, administration, 
and soaology An issue of the Bulletm of the World 
Health Orgamsatwn ^ illustrates something of this range. 
It mdudes a paper bj Sir Gordon Covell (who has 
been awarded the Walter Reed medal for services to 
tropical medicme) on the potenual danger of apyresial 
earners of m alana m consututmg an unobvious 
reservoir of infection durmg eradication campaigns, 
an account by A. S Alving (Queago) of a new 
method of admmistenng pnmaqume (the drug which 
destroys the eso-eiythrocync stages of the malana 
parasite and prevents relapses) by reduemg the tosiaty 
of this mvaluable drug, a complete analysis by L T 
BRncE-CHWATT and C Gockel, of W H.0, of the 
results of preapitm tests (earned out by B Weitz, of the 
Lister Insutute) of the stomach contents of anophelme 
mosquitoes, which showed that 48 out of 51 speaes fed 
to a greater or lesser extent on human blood, and 


other papers d ealin g vnth the action of dicophane and 
other residual msecnades R C Mdirhead-Thomsox, 
and G Sacca and Y Gui show how mosquitoes 
alter their habits after long exposure to dicophane— 
the so-called “ behaviounstic resistance ” The Colomal 
Pesuades Research Umt at Arusha suggests that the 
addition of a resm (ceredor) to gamma benzene hexa- 
chlonde has proiided the ideal msecnade for malana 
control 


Current research m malanologv is as eclectic as ever 
Fundamental studies on the hfe-cyde of the parasite 
have been facihtated by usmg chimpanzees instead of 
tolunteers, and Brat = m Libena, after finding that the 
hver of this ape is as susceptible as that of man to 
Plasmodtitm vivax, ovale, and falapanim, successfully 
demonstrated for the first time the tissue stages of the 
quartan parasite (P malariee) by this techmque There 
has been much control ersy oi er the nature of nuclear 
division m malana parasites, but Bano^ has clearly 
demonstrated that the first division of the nucleus of the 
oocyst IS rneionc, and that subsequent ones are mitonc, 
with a charactensuc number of chromosomes m each 
of the seven speaes of plasmodia she studied The 
proteenve action of sickle-cell hsmoglobm agamst 
P falapanm was demonstrated by Allison ^ and other 
workers m 1954 and later More recently Gelles et al ® 
have suggested that the possession of another hereditary 
trait—glucosfc-6-phosphate-dehydrogenase defiaency m 
red blood-cells—also has an inhibitory effett on the 
parasite. 


Research on resistance has made much progress m 
the past few years In Algiers, Sergent and PoxcET ® 
studied the deielopment of resistance agamst chloro- 
qume by P berghet m rats and mice, and mtroduced the 
term “ mithndansm ” for this feature The work of 
Bishop ' at the Molteno Institute went deeper and 
mdicates that the resistance may have a mutauonal 
ongm and be concerned with the metabohsm of 
p-ammobenzoic aad and fohe aad The resistance of 
several speaes of mosquitoes to msecnades presents 
a bafflmg problem m the eradicanon programme, and 
the geneUc nature of this phenomenon has been shown 
at the Ross Insntute, where Davidson and Jackson ® 
demonstrated that resistance was of two mdependent 
types—^to dicophane and diddrm respectively, ansmg 
fiom smgle geneuc faaors, recessive m the former and 
senudommant m the latter, and applying to speaes of 
anophelme mosquitoes fiom as far apart as Africa, 
Indonesia, Iraq, and Central America This work has 
been confirmed to some extent by the cytological studies 
of Frizzi and others ® m Pavia, they hate described m 
great detail the diromosome pattern of set eral speaes of 
mosqmtoes, mdudmg suscepnble and resistant forms 
These profound laboratory mvesnganons stemmed 


2 B-33-,R.S Bn: rrnLJ 1959 n 679 

3 Hano L. 1950 49 559 

4 AUi-ca A-C. Bm ne d^J 1954 j,290 

5 ■^£tson-.'^riIL. 2 ins, J , Taylo- B S Aers:-?, Lcrd, 1960, 

6 Sexsent, ^ Poacc* A. ArJ‘ In.: P<^:aa‘Alrine 1959 37,227 

* B^op, ^ 1959 34, •*-*5 

8 Dant^on G , JaAsca C. E- \ emre (in the jrrss) 

9 D Messandro G Fnza G, Msaaad, M. BuH W2d Hlth Or 1957 
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directly from observations made in the field in Sokotu, 
Northern Nigeria, where RamaKrishnan and Elliott 
nouced the sudden resistance to dieldrin of Anopheles 
gambice This is a good example of “ incidental 
research”, which has been a feature of malanology 
throughout its history 

Animal malaria, which has excited interest from 
the earliest days, has attracted fresh attention through 
the discovery “ m the U S A that a strain of monkey 
malaria, isolated in London, readily infects man The 
parasite was named after G Bastianelli, the last of the 
great band of Itahan malariologists, who died last year 
at the age of 96 This orgamsm was being studied in 
three laboratories in the USA, and, in all three, 
accidental infections occurred through the bites of 
infected mosquitoes The disease proved to be mild, and 
chmcally and parasitologically resembled benign tertian 
malaria Subsequently G R Coatney, D E Eyles, 
M E Getz, and H K Beye transmitted the infection 
back to monkeys and to volunteers, both by mosquitoes 
and by inoculation of blood contaimng parasites It 
was at once reahsed that here at last was direct evidence 
that monkeys might act as a reservoir of malaria in 
Nature, and that this infecuon might constitute a 
zoonosis Previously it had been well estabhshed 
that another monkey parasite —P knowlest —could easily 
affect man m its blood form, but mosquito transmission 
of this parasite to man has not yet been achieved, other 
simian parasites, such as P malarice of chimpanzees and 
P hylobati of gibbons, are also suspected but not 
proved to be zoonoses P cynomoJgt bastiaucUii (as this 
latest parasite is called) origmated from a crab-eating 
monkey {Macaca trus) captured in Pahang, and the next 
stage of the research will be to discover first how many 
(if any) of the local inhabitants of this forested region 
are infected with the parasite, and secondly how widely 
It IS distributed in the East Indies, Thailand, and the 
Tar East With such a monkey reservoir of malaria, 
eradication may be an even more difficult undertaking 
than It seems at present, but, unul the situation has been 
mvesugated fully, the extent of the danger cannot be 
assessed It may even be found that the parasite docs 
not exist m Nature, but was the result of one of the 
flagrantly unnatural processes to which the parent strain 
had been subjected it was originally contarmnated in 
both sexual and asexual forms with P knowlest it was 
flown across the Atlantic in iced blood, and it was 
maintained in a vanety of exotic mosquitoes very 
different from its original insect vector 

If malaria is to be eradicated from the world, these 
and other problems will have to be solved Even then 
the subject of malanology will not be cxonguishcd, 
because much remains unknown about the malaria of 
hzards and birds, rats and lemurs, and bats and ante¬ 
lopes, and, though their parasites do not appear to 
affca man, the zoologist will be impelled to investigate 
them further, with thar attendant insect hosts 

10 niliott R Ramakruhnan \ S^turt Lend 1956 177 532 

11 r\Ici D L Ccatnc> G R Getz M V Scunce 1960 131 1812 

12 Ciuca M Lditura Ac,2d Re*' rep Rerntnt 1955 

13 Ha^^Vant: F McIIanbj H TcriT R J i Webber, VT A F Trans R 

Sc tre^ Med H>jr 1957, 51 397 


The Mongol Chromosome and Some Others 

The spate of new observaaons on human chromosome 
anomalies continues, and it seems worth followang our 
recent attempt to survey the X chromosome disorders > 
with a similar account of one of the autosomes 

Anomalies of the “ mongol ” chromosome (no 21 
on the Denver system-) have been most studied 
indeed, apart from the sex chromosomes, this is the 
only one that can yet be associated in arty but tlie most 
tentative way with a defimte clinical syndrome Classical 
mongolism has now been shown beyond dispute to be 
caused by an extra chromosome, no 21 “ Caused 

by ”, we would repeat though we do not know how the 
effect IS produced, the relatton is too strong to shelter 
behind the circumlocutory hedging implicit in tlic words 
“ associated with ” The production of “ trisomy ” of 
this kindj with three apparently normal chromosomes 
instead of the normal pair, by the process of non- 
disjuncDon during formation of the gamete, the effea 
of age on the incidence of non-diSjunction, and the 
consequent explanation of the influence of maternal age 
on the incidence of mongolism are now famihar themes 
Interest is concentrating on certain cases m which the 
effect of trisomy-21 is produced by something other than 
the usual mechamsm Such cases have been sought 
where youth of the mother, or (more certainly) evidence 
of familial transmission, has suggested that the ordinary 
non-disjunction mechamsm has not been at work The 
first of these was reported by Polani et al “ earlier this 
year A mongol girl, one of a number examined because 
their mothers were much younger than usual at the 
time of their birth, was found to have the normal total 
number of 46 chromosomes One chromosome of the 
very characteristic medium-sized acrocentric group 
(nos 13-15, the “ wishbones ”) was missing, and 
instead there was an atypical larger chromosome 
Ingcmously and most plausibly, PolAni ct al accounted 
for this by assuming tliat the patient had a third no 21 
present (thus accounting for her mongohsm) but tliat 
this had fused with the missing no 14 (or thereabouts) to 
give the abnormal larger chromosome (“ Fusion ” 
oversimplifies the process, which is probably one of 
translocation, with exchange of material bettveen two 
chromosomes if in this process a large fragment of one 
chromosome is exchanged for a small fragment of 
another, the result will be a large chromosome carrying 
most of the matenal of both and a small one carrying 
much less When these arc separated in the process of 
gamete formauon, imbalance will clearly result) 

More recently Penrose ct al ’’ have reported further 
“ translocation ” mongols One was much like the first, 
except that the extra no 21 was apparently joined to 
no 22 inste ad of no 14 In addibon, they reported a 

1 Lancet. July 23 1960 p 191 

2 ibtd I960, I, 1063 „ „ „ , j o r, loro 

3 Ixicune J , Gautier, M , Turpin, R C R Acad Set , Pant 1959, 

A Jorobi^^A Daikic A G , Court Brown, W M.Stronft J A Lancet, 

5 B^kf’j'A .'praccaro, M Llnditcrn, J Actapadtat ,Slochh ,19S9, 

6 Polani!” E Dnfrtn J H Pord C E, Clarke C M , Berc J M 

Lancet , I960, i , 721 on 1060 

7 Penroje L S , ElliJ, J R , Delhanty, J D A tbid Au(; 20, 1960 

p 409 
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most remarkable famil y Tvro mongol sibs each had 
46 chromosomes, vrith the same 21/15 translocation- 
fusion to account for it In addinon, three normal 
female relatives were found to have 45 chromosomes 
only In them an essentially normal chromosome com¬ 
plement had apparently been affected by the “ fusion ” 
of one chromosome each from the pairs 15 and 21 In 
this family the translocanon had obviously occurred at 
least m the great-grandparents The mere joining 
together of two chromosomes had no recognisable 
effect, but the tendency to imbalance durmg gamete 
formation msepaiable from this fusion gav e nse to some 
oSspnng with too much chromosomal material, who 
were the mongols The importance of this form of 
transmission has been established bj the descnptiQn 
of a very similar but even larger family group b} Carter 
et al ® The mechamsm is fairly easy to follow from the 
diagram (fig 4) of Polaki et al ® 

Another remarkable famil y was reported bj Fraccaro 
et al ® Here the mongol patient had 46 chromosomes, 
and an abnormahty of the smaller chromosomes which 
was thought at firrt to represent the ordinary mongol 
tnsomy of no 21, with translocatory pseudo-fusion of 
two of the three to produce an abnormal smgle larger 
chromosome His father, who appeared perfectly 
normal and is a minister of rehgion (and who may thus 
be the first exception to the rule that chromosomal 
anomahes and umversity degrees are mcompanble) was 
found to hav e 47 chromosomes and to be tnsonuc for 
no 19 The findin gs m this family adrmt of no simple 
explanation with our present knowledge, unless mdeed 
(as seems unlikely) the diagnosis of the child as a mongol 
is at fault. But clearly we must expect some strange 
findin gs from the systematic examin ation of famihal 
mongols There are rumours of yet other variants on 
the way 

Anomahes of other chromosomes form a much more 
confiismg picture. Tnsomies of no 17 and of one of 
the 13-15 group ^ seem well estabhshed Tnsomy of 
no 22 IS also not unlikely,^ though identification of the 
chromosome present is not very certam (might it even 
have been an extra Y’) and its rdanon to the Sturge- 
Weber syndrome present cannot yet be accepted 
confident!} Tnsomy of no 11 and of no 6 have 
both been claimed, liut both cases had the double sex 
chromatm charactensnc of the XXX syndrome,^^^' 
and, as we ^ and others have already suggested for the 
first of theses these may well both be examples of the 
XXX simdrome with perhaps mmor irregulanties of 
one of the X chromosomes concerned Multiple tn- 

8 Carter C, O Itoaenoa 1 L. Polani P E, GuaJp A.» ^STclIer, 

S D V tbzd Sept. 24 p 678 

9 Fraccaro M. Kaixscr K- Landstem J 1960 i, 724 

10 Ed ft - ard s, J H. Hamdea D G C am e r on A. H., Crosse V AL, 
\rolff, O H. p 767 

11 Pata;u, K. Smith D , Thermaa, E. Inhom S L., Wagner, H, P 
ibi<L p 790 

12. Haj-ward M D Bower B D ihd Oct. 15 1960, p 844. 

13 DeCarh L. Nuzzo F Chiardli.B .Poll E, tbzd July 16 1960 p 130 

14 Sandberg A. A- Cr ossw hite ll H., Go*^y E- J Arw reed. Ass 
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15 Jacobs, P A. Hamden D G Court-Brown W AL, Goldstein J, 
Qose H. G MacGrego-, T Is , Alacleaa >s , Strong, J A. JLcncfr, 
1960 1 1213 

16 Stewart J S S Sanderson A. ihd Jal> 2 1960 p 21 

17 Fraser J Campbell J MacGniivray R. C., Bo^ E. Lennox B 

Sept, 17, 1960, p 626 

18 Jacobs, P A. Hamden, D G , Court-B*own, W VL, Bailne, A. G 
Etd Aug 13, 1960 p 368 


sonues hav e also been reported,*^ ^ the most stnkmg 
bemg Fraccaro et al’s case^ with 49 chromosomes 
altogether (nos 8 and 11 tnsomic, plus XXY), and 
mdeed, except for the viabihty of the patients, ^ere is 
nothmg mcredible about this, for the conditions which 
cause non-disjunction of one chromosome pair could 
quite reasonably be supposed equally to affect others 
Perhaps the most nearl} mcredible of all the findings is 
the demonstration by Book and Sastesson -- of tnsomy 
of ev ery chromosome pair, givmg a tnploid mdividud 
with 69 chromosomes 

It IS too early to hope to deapher the pattern which 
must he behmd the vaned clinical mamfestatioiis of 
these anomahes The sex-chromosome disorders present 
at least some trace of logic, and mongohsm, though we 
have no g limm er of hmt as to the mechamsm by which 
the chromosome defect produces its highl} specific 
effects, presents at least a consistent pattern Of the 
others hardiv any two cases are suffiaently ahke for 
conclusions to be possible It seems not unlikely that 
there will be found to be some non-specific tendency 
to congemtal anomahes related more to the amount 
than to the nature of the chromosomal anomaly (mental 
defect bemg the most constant element), and a first 
task will be the identification, behmd tins screen, of 
more specific patterns related to disorders of mdividual 
chromosomes 

The demonstration m viable children of tnploidy — 
or tnsomy of three large chromosomes at one end of 
the scale, and m normal mdividuals of tnsomy ® or 
translocations" ® at the other, shows that the human 
oigamsm is not as sensitive to such changes as was once 
supposed Ever} one of the twelve chromosome pairs 
of that old friend of the matena medica. Datura 
stramonium,^ can exist m a tnsomic form, and every 
one has its characteristic phenotype, or, as one calls it m 
medicme, its charactensnc chmcal syndrome Perhaps 
we will soon recognise equally charactensnc s}Tidromes 
for each of our own twenty-two autosome pairs 

Tumours of the Bladder 

In the past decade the causes, treatment, and pre- 
vennon of bladder tumours have aroused much mteresL 
Fasanatmg quesnons surround the madence of this 
disease Why is it mcreasmg m younger males ’ Why 
IS It apparendy co mm oner m towns than m the country ^ 
Why IS It rare m Japan and India Now that p-naph- 
thylarmne is no longer employed m the dye, chenucal, 
or rubber mdustry, which mdusmes soli use caremogens 
such as benzidme ^ 

A possible cause of bladder tumours is the excrenon 
m the urme of an abnormal metabohte of tryptophane 
Some biochemists beheve that this metabohte is 
hydroxykynuremn, others that it is hydroxyanthranihc 
aad or an alhed compoimd These chemicals can be 
suppressed m at least three ways by administenng 

19 Foixl C, E., Jonts. K. W Mflltr O J Mitnroch U , Penrose, L. S 
Ridler VL Sbapiro A. ihd 1059 i 709 
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pyndo’^me, which alters tryptophane metabohsm, or by 
administering saccharolactone, which inhibits enzyme 
activity m the iirmej or by altering the unnary pH 
Whether it will be possible by chemical means to 
prevent so-called “ recurrmg ” tumours, which may, 
m fact, be new tumours due to the persistence of a 
carcmogemc stimulus, depends on whether the mucosal 
changes are reversible or whether, once the mucosa has 
been snmulated by a chemical carcmogen, neoplasia is 
mevitable even if the stimulus is removed Double- 
bhnd tnals now m hand may provide the answer 

In the treatment of the estabhshed case one adverse 
factor that can be attacked is delay Paoents often 
recogmse htematuna as a symptom of possibly grave 
significance But this view is not always shared by the 
pauent’s doctor, who may treat pai^ess hsematuria, 
without associated frequency or pain, as a case of 
cystitis, and when the bleedmg stops the patient and 
his relatives are lulled mto a false sense of secunty In 
hospital, too, the possible gravity of the cause of 
haimatuna is often not appreciated recendy a pauent 
with this symptom was given an appointment to be 
seen m the outpatient department three months later 
We accept pain in the nght ihac fossa as a matter of 
urgency Why cannot haimaturia be given similar 
pnority ’ In cases of carcmoma of the bladder, when 
the delay between the onset of hsmatuna and treatment 
IS less than a month the 3-year-survival rate is 70 5%, 
but when the delay is 6 months the 3-year-survival rate 
drops to 36 8% ^ Quick and accurate diagnosis is pos¬ 
sible, and this is hkeher to improve the results than any 
changes m the techmques of radical surgery or 
radiotherapy 

In the past ten years surgery and radiotherapy have 
each held sway m turn Nowadays the limitations of 
surgery and the dangers of excessive radiotherapy are 
appreaated, the surgeon and radiotherapist work as a 
team, seemg, treaang, and following up each case 
together This makes for better results—for example, 
m cases treated surgically m which metastases develop 
and require irradianon, and in cases treated by radio¬ 
therapy in which surgery is needed for resultant 
comphcanons 

Many factors, including the age and general condition 
of the patient, must be taken mto account in trcanng 
bladder tumours When the disease is locahsed and 
confined to the mucosa the choice hes between intensive 
diathermy (either cystoscopic or open) or some form 
of radiauon The comphcanons of intracavitary radia- 
non—contracted bladder, mucosal atrophy, and haimor- 
rhage—have led to its abandonment in such cases until 
better techniques can be evolved Diathermy—cither 
clcctrocoagulanon or clectroresecnon—is therefore the 
method of choice The skilled surgeon can deal with 
even large tumours bj this method, but this tcchmquc 
cannot be safelj left to a jimior For hrmted tumours 
infiltrmng no farther than the muscle coat mtcrsuual 
irradiauon mav be apphed Formcrlj such tumours 

1 Rc'x't f o'n the Insutute cf Lro!o{r> ard Souihern MetropoUtan Cancer 
RejTJjin 


would have been treated by radon seeds, but nowadays 
amfiaally produced radioacnve isotopes (gold or tanta¬ 
lum) are used This represents a technical improvement, 
for radioacnve gold grams are smaller, safer, more 
accurately implanted, and obtainable in vanous strengths, 
while tantalum is relanvely cheap, has a much longer 
half-hfe than gold, and can be kept at hand so that after 
cystoscopy the bladder can be opened, the tumour 
exased, and wire implanted at a smgle operanon - 

The supervoltage radiotherapy beam, directed either 
from generators, such as a hnear accelerator or a 
Van de Graaf machine, or from amfiaally produced 
isotope bombs (telecobalt or telectesium umts), also 
has a place m treatment This therapy can render a 
bladder tumour-free, but somenmes it completely fails 
to affect the tumour Furthermore external radio¬ 
therapy m high dosage can produce radianon damage to 
the pelvic contents, including loops of small intestine 
These risks, though small, must be weighed against 
the possibihty of cure and the chance of conserving a 
normally funcuomng bladder Using a hnear accelerator 
at 8 MeV Morrison ® found that with a tumour dose 
totalling 4500-5500 rads in 4 weeks, 31% of patients 
had no tumour visible on follow-up cystoscopy There 
was a better response with the earlier tumours (mucosal 
tumours disappeared completely in 43%, and a further 
19% became appreciably smaller) but the more advanced 
tumours also regressed m many cases These results 
show that supervoltage therapy is an extremely potent 
weapon and should be considered before recourse to 
radical surgery 

Pamal cystectomy has tended to fall into disrepute, 
largely because it has been employed in the wrong type 
of case Magri'* has found that with single lesions, 
irrespective of the histological type (80% were solid 
anaplastic and infiltraung), where a clear margin of at 
least an inch was obtained there was a 71% 5-year- 
sumval rate Where, however, the hne of excision cut 
through the tumour or its submucous extensions there 
were no survivors after 5 years Partial cystectomy, 
though fairly easy, should be undertaken only after 
careful thought 

Radical surgery following radiotherapy is not difficult 
provided that irradiauon has not been apphed over too 
short a Ume to too large a volume of ussue or m 
excessive dosage Radical cystectomy involves the 
removal of all the pelvic contents except the rectum, 
and also the lymph-nodes along the iliac vessels 
Wallace- has found that this operanon, undertaken 
after radiotherapy, as the last weapon in the thcra- 
peuuc armoury, cames a mortality of 21%, but that 
It can prolong life by 3 or more years in half the cases of 
mucosal tumours, a third of the cases m which muscle 
IS infiltrated, and a quarter of the cases in which the 
penv esical fat has been invaded 

The treatment of bladder cancer is sull far from 
sausfaaory, but much can be done with our presem 
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resources to check the disease It is heartening to know 
that a subcommittee of the International Umon against 
Cancer has agreed on a provisional method of dassifymg 
and reporting cases, similar to that adopted for cancer 
of the breast ® If tins recommendanon is accepted the 
analysis of results should be greatly simplified 


Annotations 


POMP AND CIRCUMSTANCE 

The ceremomal ward round has long been a familiar 
feature of our teac hin g hospitals The Chief, surrounded 
bv acolytes and disaples, proceeds m pomp from bed to 
bed, pausmg now and then to correct a pomt of history, 
to confirm or den\ the physical findmgs, to discuss the 
differential diagnosis, or to pontificate on methods of 
treatment. Ward-clerks and dressers stand around, 
s hiftin g fixim foot to achmg foot, bored registrars con¬ 
verse m whispers, nurses tiptoe past with bedpans, 
patients he glum and silent while the Round drones on 
Is this the best way of teachmg “ bedside ” medicme 
and surgery ’ The Orford Medical School Gazette ' think s 
not In a pungent editorial, enntled “ Is Your W.R 
Really Necessary ’ ”, the Gazette remmds us that such 
methods are fi:equently discourteous and mav sometimes 
harm panents There the patient hes, sometimes half- 
naked, a forgotten object while the discussion rages over 
his bed He is hstening, moreot er, with apprehension to 
the hst of alarming m\ esngations proposed for him, to 
talk of finghtful-sounding diseases that he might have, 
sometimes to obvious differences of opimon about treat¬ 
ment The more mteUigent and educated he is, the worse 
his ordeal, for the more hkely is he to glean from un¬ 
guarded remarks some of the grimmer truths about his 
illness and to penetrate the thm veil of medical euphem¬ 
isms It is easy to forget that nowadays, thanks to tele¬ 
vision and other media of mass information, many patients 
hat e a smattenng of medical termmologv and j argon And 
even if the Round remot es itself a few beds awat to discuss 
prognosis, other patients have ears, and ward gossip 
spreads The phvsical suffenng imposed on ward-clerks 
by the penpatenc ward round is a less serious matter, but 
they migh t hsten better and learn more if allowed to sit 
down comfortablv 

The O^ord Medical School Gazette suggests that all 
“ bedside ” teachmg should take place m a room adjacent 
to the ward, with chairs, blackboard, and X-ray screen, 
mto which patients can be brought when needed, or from 
which the Round can emerge for a brief visit to the bed¬ 
side This sensible idea has already been adopted by some 
teachmg hospitals We commend it to all Such an 
arrangement has the addinonal advantage of ensurmg that 
the formal “ round ” is recogmsed as purely for teachmg 
purposes, as it should be, and is not mixed up with the 
day-to-dav management of patients It is impossible to 
teach properlv on more than a few cases at a time Prac- 
ucal therapv should be dealt with by the Chief later, when 
he goes round his beds pnv atelv with his jumor staff The 
traditional roy al progress from bed to bed, with a graaous 
greeung and a few pearls of wisdom dropped at each one, 
mav aw e the impressionable but is not the best way either 
to teach chmcal medicme or to cure patients 

6 See Lcr^tt 1959 u 95S 

7 Ox/ rfed Gu.z 1960 12 41 


NEONATAL RESPIRATORY DISTRESS 

Respiratory distress m the premature infant is a 
common cause of neonatal death Most of the affected 
infants have no evndence of congenital malformation or 
birth mjury, hence they should survive if the distress 
could be prev ented, and their recov erv' should be complete 
if It were more amenable to treatment The challenge to 
obstetnaans (for prevention of prematuntv is the best 
means of preventmg these deaths) and to p$diatnaans 
IS bemg met, and there is some encouragmg progress to 
report 

In the past, research mto respiratory^ distress has been 
largely' concerned with the pulmonary and circulatory' 
aspects ^ This has prov ed less enhghtenmg than was 
hoped, for the suologv of pulmonary hvahne membrane 
remains obscure,- and the reported disturbances m the 
mechamcs of breathmg do not add greatlv to our under- 
standmg, nor do thev suggest any sound altemativ'es to 
present methods of treatment based on the admmistranon 
of oxvgen and nursmg the infant m a humid atmosphere 

Interest has turned towards the biochemical changes 
assoaated with respiratory' distress, and this may well 
prove a more productive approach The present position 
has been well summarised by James ^ Infants with birth 
asphyxia or respiratory distress become severelv aadonc 
with hvperkalffimia, hypoglycaemia, and possiblv hypo- 
calcamia These changes are the expected consequence of 
anoxia and retention of carbon dioxide They may well be 
responsible for death, and treatment with glucose, 
bicarbonate, and insulin holds out some promise of 
success * 


The mamtenance of a stable blood hy drogen-ion 
concentranon (pH) depends on the lungs and on the 
kidneys, and the newborn baby is umque m both pul¬ 
monary and renal function ' Some of the pecuhannes 
of this period are now' bemg eluadated Helen Reardon 
and her colleagues ® have reported the results of a 
techmcally bnlhant mvesugation mto the chemical aspects 
of the control of respiration m the earlv newborn period 
They sampled blood not only from the umbihcal v essels 
at birth but also from the temporal artery at various 
periods afterwards They analv'sed the blood samples for 
plasma pH, CO, content, protem, O, content and capaatv, 
and hsmatocnt From these measurements the pCOj, 
buffer base, and oxygen saturation were calculated The 
results showed that the normal full-term infant is bom 
with mild aadosis which is of both metabohc and 
respiratory ongm This is presumablv due to an excess 
of fixed aads or deficiency of base which is uncompensated 
by hyperventilation The rise m pCO, (respiratorv 
acidosis) suggests that the birth process not only prev ents 
compensation of the metabohc aadosis but leads to 
impaired CO. ehmmation Withm an hour of birth the 
respiratory component disappears owing to the efficacv 
of pulmonary ventilation, but the metabohc aadosis 
(decrease m bicarbonate or other buffer amons) tends to 
mcrease There is thus a state of uncompensated meta¬ 
bohc aadosis Durmg the next few hours ventilauon 
becomes effiaent enough to compensate for the metabohc 
aadosis, and m some infants there is evidence of 
respiratory alkalosis Correcnon of, rather than com- 
pensauon for, the metabohc aadosis takes place m breast- 
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fed infants from the 4t]i day but is delayed m premature 
infants Reardon et al argue that plasma-pH is the mam 
stimulus to respiration because, during the phase of 
compensaung metabohe acidosis, there is still mereased 
respiratory drive m the presence of lowered pCO™ and 
plasma-pH 

McCance and Widdowson ’ have shown that the 
kidney of the newborn infant secretes an acid urme at 
birth and in the first 48 hours of life, the acidity is due 
not to acid phosphates but to a predommance of 
ammomum salts and orgamc aads, and Zweymuller ® has 
identified some of these as emanating from the atric-aad 
cycle Probably, therefore, the newborn mfant depends 
greatly on pulmonary function for the maintenance of 
acid-base balance, when this function fails the metabohe 
sequelx may be catastrophic, and perhaps the biggest 
change is the hyperkalaimia Whether this hyperkalicmia 
IS due predominantly to renal retention of potassium and 
excretion of sodium or to the excessive hberation of 
potassium from within cells is uncertam It seems 
reasonable, however, to attempt to prevent the extrusion 
of potassium from the cells by adequate oxygenation and 
administration of glucose 

PRISONS IN 1969 

Last year, as the annual report of the Commissioners 
of Prisons “ relates, the numbers of prisoners grew yet 
again (though it fell in the autumn), and the numbers of 
prison staff increased m rather higher proportion, 
although many more are still needed New legislation 
had a rather greater effect on the prison populauon than 
usual, with a drop of civil prisoners from 744 to 265 due 
to the Attachment of Earnings Order and an extra 63 
prostitutes under the Street Offences Act Imprisonments 
without fine continued to rise (by over 2500 to 28,411 for 
men) as did receptions of men not under sentence (by 
1000 to 45,000) This means, as the commissioners say, 
that a regrettably large proportion of the effort of local 
prison staff is diverted from traming persons convicted 
of crime For women this defect is even more evident, 
for only 47% of those remanded before sentence were 
given imprisonment, and some 85% of these were 
imprisoned for not more than six months There is a 
widespread feelmg that some alternative must be found 
to short prison sentences, and the new Crimmal Justice 
Bill published last week (its terms are summarised on 
p 1082) ma> lead to their abohuon at least for young 
offenders The suspended sentence was buned in 1952, 
and the Advisory Council on the Treatment of Offenders 
in 1957 did nothing to disinter it The Council did, 
however, approve adult attendance centres and call for 
wide use of remand on bail for full mquiry between con- 
V icuon and sentence, believing that the knowledge gained 
m tlus way would help magistrates to avoid giving 
impnsonment Lord Kilmuir " offered detention centres 
as an altemauvc for undcr-21s—a group of prisoners 
which increased enormously in 1959 (by over 700 to 
2498) Nevertheless, for men, sentences of under three 
montlis and over tlircc jears are tending to diminish 
shghdj and intermediate ones to mcrcase 

Regarding tj-pcs of offence, convicuons for violence 
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against the person again increased, though this may only 
reflect changes in pubhc attitude and sentencing policj 
Gordon Hawkins has described groimds for believing 
that in the past half-century violent crimes have not 
mereased sigmficantly Sexual offences conunued 
their downward trend, but not those against females 
Thefts of all kmds again increased, but imprisonment 
for drunkenness decreased (by about 200 to 3129) 
Heavy traffic and current anxieues about road deaths 
were doubtless partly responsible for the great increase in 
imprisonment imder the Highway Acts—at 2627 the total 
last year was nearly 50% greater than m 1958 The views 
of Lady Wootton and others are evidently makmg some 
impact on her fellow magistrates (Even so, the Royal 
Automobile Club “ has pointed out that, while all traffic 
offences increased by 6 6% in the year, traffic volume 
went up by 10% ) Local prisons, unfortunately, sull 
carry the greatest load, holding about 4 prisoners to every 
1 accommodated elsewhere Clearly “ show ” prisons 
such as Wakefield tell but a small part of the story 

Breaches of disciphne and escapes continued to cause 
concern Birching was ordered 11 times (3 in 1958), and 
this pumshment was confirmed in 2 cases by the Home 
Secretary (0 m 1958) That 1 of these 2 men com¬ 
mitted a second assault shortly afterwards must reinforce 
the behef that the value of corporal pumshment is mainly 
to assuage the feehngs of the staff In the contrary 
direction, however, the approach towards a “ therapeutic 
community ” proceeds The Norwich system of freer 
associauon between staff and prisoners contmued to 
expand, and group counselling spread to fourteen more 
prisons and borstals in the year Even at Dartmoor, this 
system has had a good reception Evemng classes arc 
expanding, but progress towards the reahsuc full-time 
work and reward system, so essential in traimng a man for 
ordinary hfc, is still disappointingly slow Nevertheless, 
an Advisory Council on the Employment of Prisoners has 
been set up, together with a new post of assistant com- 
imssioner (industrial) It is one of the anachronisms of 
the age that thousands of able-bodied men moulder away 
m gaols while pubhc works, such as waterways and the 
decaying relics of the 1939-45 war, he neglected But at 
least the pre-release hostel and training scheme is spread¬ 
ing as Its success becomes more obvious Another means 
of remtegraung the offender with society is by home leave, 
over 300 borstal lads were thus paroled, and only 1 ui 
30 broke it 

Detenuon centres remain one of the brighter hopes of 
the commissioners for copmg witli the “ bulge ” of 
moderately delinquent youth, and tlic new Bill seeks to 
make wider use of these centres But, despite great short¬ 
age of places, unsmtable lads—persistent offenders, the 
physically or cmouonally disturbed, and approved-school 
failures—arc too often sent to these centres, where they 
arc not helped by the brief period of highly disciplined 
and cnergeuc life, and where their presence has an 
adverse effect on others A better system of classification 
or of advice to magistrates is needed Whether this stem 
type of instituuon is more effective than milder methods 
has still to be shown by vahd comparative techniques 
Over 50% of boys discharged in 1956 and 1957 had been 
rcconviaed by 1960, and this does not sound too hopeful 
Aftercare, as the commissioners sadly note, is not yet 

12 Criminal Lacs Fcviet, October, 1960 - 

13 Wootton B Soaa! Saence ond Social Pathology London, 1959 o 

Lancet 1960,1,1238 

14 Times, Aug 10, 1960 

15 Sec Lancet, 1959, li, 1015 
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compulsoryj but the new Bill includes provisions for its 
extension to those coming out of detention centres 
Physical health in prisons remains good, and the trend 
towards usmg outside faalities continues, but the 
number found msane on remand )umped to almost 
double despite a dechne m the number remanded for 
mental observation and report It is hard to explam 
these trends, perhaps the new outlook inherent m the 
Mental Health Act of 1959 may have permeated the 
prison medical services more qiuckly than it has mfluenced 
the judicial authorities 

* The prison services, avowedly therapeutic orgamsations 
these days, are under as much obhgation as, say, the 
manufacturers of drugs to assess and to pubhsh their 
results, particularly where new techmques such as group 
counselhng are mtroduced In a recent lecture the 
Home Secretary endorsed the views on research we put 
forward last year It is therefore disappointmg to find 
so httle about new methods in the report In support of 
group counselhng it mcludes a few staff impressions and 
a couple of letters from prisoners, only in an appendix 
IS there some worth-while evidence—from a local prison 
where, despite a rising population, the Norwich system 
led to a drop in disciphnary reports of 131 to 369, and the 
contmumg lapses were less serious than before Other 
than this, the cyme nught be led to correlate the trend 
towards easier relationships in and out of the prison with 
the mcrease of indisciphne, escapes, and overcrowding 
which the report mentions A larger chapter on 
“Research” is needed in this valuable document The 
Home Office research unit, which is already domg a 
great deal, should stop hidmg its hght tmder a bushel 
Bricks and mortar may still be badly needed, but knowledge 
must be given a new priority 

HUMORAL AGENT IN MIGRAINE? 

Broadly speakmg, the mechamsm by which symptoms 
are produced in an attack of migrame is agreed, but the 
exact changes in cramal blood-vessels and nearby struc¬ 
tures which cause the characteristic head pams are still m 
dispute 

Chapman et al workmg on the hypothesis that besides 
local vascular change some inflammatory or pam-produemg 
substance was produced locally, exammed tissue-fluid 
from regions of the head which were tender durmg a 
migrame attack Specimens were collected by slowly 
injectmg 2 ml of sterile physiological sahne soluDon into 
the local subcutaneous tissue and then gently withdrawmg 
some of It Controls were provided by takmg samples 
from the scalps of migraine patients both during attacks 
and at other times, from people not subject to headache 
attacks, and from the subcutaneous tissue of the forearms 
of each subject In the headache subjects a substance was 
found which bioassay suggested was a polypeptide This 
substance, for which Chapman et al suggest the name 
“ neurokinm ”, was present m small quantities m all 
specimens from all subjects, but very much larger 
quantities were found m tissue-flmd from the scalp of 
pauents with headaches at the time the spebimens were 
taken It was also found to be released mto the segmental 
cutaneous tissue-flmd durmg dorsal root stimulation and 
m the axon flare reaction In one subject the substance 
was apparently reduced in amount after adrmmstration of 

16 Penal Reform and Research By R A Butler Liverpool University 
Press 1960 Pp 14 3i 6d 

17 Chapman L F , Ramos A 0,Goodcll H , Silverman, J , Wolff, H G 
Arch Neurol I960, 3 223 


ergotarmne tartrate, and Chapman et al suggest that 
mterference by ergotamine with an enzyme system 
hberaung “ neurokinm ” from a plasma-globulin may be 
the basis of this effect 

These results are extremely interesting They may 
possibly explain some of the longer-lasting features of 
nugrame which apparently outlast the aura and headache 
But bioassay methods can be unrehable, and these find- 
mgs will need to be confirmed and the substances if 
possible defined chemically 

TUBERCULOSIS IN AFRICA 

In the first of the four Heath Clark lectures, dehvered 
in London on Nov 2, Dr Charles Wilcocks traced the 
development of mvestigations into tuberculosis in Africa 
This disease, he said is still spreading, and drug 
treatment by itself is unhkely to provide the whole 
answer 

Wide variations in incidence and mortahty among 
different races, noted as long ago as the beginmng of the 
century, had led Cummins to formulate his “ virgin soil ” 
theory Accordmg to this, prirmtive tribes were highly 
susceptible because, in the absence of the bacillus, they 
had never in their own surroundings been obliged to 
protect themselves against it, while those hving in more 
urban communiues had elaborated protective substances 
through contact with the bacillus The high tuberculosis 
incidence and mortahty among African troops in Europe 
in the 1914-18 war seemed to support this theory, though 
subsequent workers had suggested that the troops mvolved 
had been in France for some time and that they broke 
down under stress in other words, that the cause lay 
more m the environment than in racial susceptibihty 

Between the wars extensive work by individuals and 
commissions, ably supported by admimstrators, led to 
an accurate assessment of the distribution and character 
of the disease It was found to be widely distributed and 
It progressed rapidly to death, with extensive cavitation 
and httle fibrosis, and usually with involvement of both 
lungs The sputum was heavily infected, and this was 
clearly a factor in spread when the pauent and the rest 
of his family slept together in small, poorly ventilated 
houses 

Some idea of the distribution of the disease could be 
gained from the large proportion—41%—of the total 
health expenditure of the Umon of South Africa devoted 
to tuberculosis In the mines pneumocomosis had added 
to the problem, although more careful selection of 
recruits and measures to cut down dust had reduced the 
number affected 

Treatment, previously hmited to bed rest and an 
occasional pneumothorax, had been radically changed by 
the advent of effective drugs But these might fail to 
control the disease, especially if the patient was not 
treated in hospital, because many did not take p-amino- 
saheyhe acid with their isomazid, and others stopped treat¬ 
ment before they should Thus resistance developed on a 
large scale 

BCG vaccination was sometimes the only rapidly 
apphcable preventive measure, and its value was probably 
small But these were short-time measures For wide¬ 
spread improvement, the attitudes of members of very 
different cultures had to be modified and research imder- 
taken mto the means of persuading whole communities 
to change habits which favoured the development of 
tuberculosis The most pressing need was improvement 
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in environmental conditions The emphasis had now 
shifted to stress as the mam causal factor m tuberculosis 
Nutntion, housmg, working conditionSj and hygiene and 
samtation all reqiured attention The £10 milhon per 
annum spent by the South African Government m the 
past five years on housing for non-Europeans was a step 
m the nght direction It was unfortunate that the World 
Health Organisationj in its last report on the sub;ect, 
had barely touched on the environmental factor, presum¬ 
ably because it was considered self-evident But any- 
tlung which was not mentioned tended to be forgotten 

It was the doctor’s duty to stimulate the admimstrators 
to improve conditions, just as had been done m England 
a century ago 

A SEX-LINKED FAMILIAL PURPURA 

The classical sex-hnked hereditary bleedmg diseases 
are haimophilia and its close relaUon, Christmas disease 
In the past si\ years there have been reports of a purpuric 
haimorrhagic disorder with a similar mode of inheritance 
by a se\-linked recessive gene—i e , the condition affects 
males but is transmitted by female carriers who are 
imaffected, and each male has an equal chance of being 
affected or free The condition, first described in 1954 
by Aldrich et alpresents the odd combination of 
thrombocytopenic purpura, eczema, and undue habihty 
to infection In the family, of Dutch extraction, observed 
by Aldrich ct al, the male infants were known to be 
liable to die m the first few years of hfe with “ drainmg 
ears, eczcmatoid dermatitis, and bloody diarrhoea ”, in 
the last three generations 16 out of 40 males had died 
with this disease before the age of 31 months Krivit 
and Good " investigated the same family in 1959 and foimd 
that there were 2 female earners who were reproducing, 
and that these had had 8 children smee 1954, 2 were 
healthy girls and 6 were boys, of whom 3 had the disease 
and 3 were healthy 

2 cases in an Enghsh family have now been reported 
by Gordon,® of Sheffield He points out that seven famihes 
affected by the disease have been described, one of them 
a Negro family Details of 16 male pauents arc known, 
and all have died, 1 of Gordon’s pauents has died, and 
1 is sull ahv e 

Gordon’s 1st patient was admitted to hospital at the age of 
14 months with infanulceczema affectmg the head, neck, arms, 
and legs A bleedmg tendency had been noted from the age 
of 4 months, and this had alarmed tlic mother because she had 
had a brother who had died of “ haimophiha ” at the age of 
1 jear Imesugation showed severe thrombocytopenia, winch 
persisted except for short periods when the count rose above 
100,000 per c mm Bone-marrow was found to contain platelet- 
forming megakarj nejaes With treatment the eczema improv ed, 
and the pauent was sent home He was in hospital again on 
account of eczema five months later, and at the age of 4 jears 
he was admitted with profuse purpura, bleeding gums, dis¬ 
charging cars, and impcugo The thrombocjtopcma bemg 
still present, it was decided to carrj out splenectomy, and tins 
was followed bv a rise of platelets to normal and disappearance 
of the purpura But in the next twelve months the patient had 
to be admitted tliree times—once because he had meningitis 
due to pneumococcal and staphjiococcal infections, once for 
dental extracuon which caused no trouble, and finallv in a 
fatal coma Necropsv showed bilateral adrenal hTmorrhages, 
there was no evidence of scpucaimia, the platelet-count was 
not recorded _ 

1 Aldrich R A Steinberg A G , Campbell, D C PgdtAtrtcs 195-1, 13 

135 

2 KriMt W Good R A A \l A 7 Dti Chid 1950 97, 137 

3 Gotden R R Ar h D i Ch'dh 1950 33 159 


Gordon’s 2nd case was the brother of his 1st pauent, bora 
- eight years later, m between, a healthj girl and a health) bo) 
had been bom This 4th cluld of the family showed eczema 
at the age of 3 months, and a month later he was mvesugated 
m hospital, he had thrombocytopenia, and furunculosis, 
pyuria, and bronchius developed while he was in hospital 
His white-blood-cell count was normal, and he did not have 
deficient y-globulm Treatment with prcdmsolonc and then 
with corucotrophm produced only a temporary rise m tlic 
platelet-count In view of the experience with the elder bo) 
splencCTomy was not performed, and the patient has remained 
reasonably well for three years, sull having occasional purpura 
and occasional attacks of respirator)'-tract infeaion 

This syndrome will be easily recogmsed, though we have 
no doubt tliat cluldren with eczema and thrombocytopenic 
purpura will be seen who do not have the syndrome, 
the added features of recurrent mfecuon and, above all, 
a positive family history must also be found The cases 
so far reported have not been very fully investigated 
Krivet and Good sought platelet agglutinins but did not 
find them, marrow punctures have shown the same picture 
as that of “ idiopathic ” thrombocytopemc purpura, 
y-globuhns appear normal But nothing is known about 
the other blood-clottmg factors No attempt seems to have 
been made to find out whether the condition is linked 
in any way with systemic lupus erythematosus and similar 
diseases, m vvluch thrombocytopenic purpura is some¬ 
times an early sign hope that pmdiatricians will look 
out for cases of Aldrich’s syndrome and see whether more 
can be learnt about its muology and possible hnes of 
treatment 


CHEMICAL MENINGITIS 
FOLLOWING SPINAL AN/ESTHESIA 


Formerly, when measures were not taken to avoid 
contamination of the subarachnoid space with phenolic 
disinfectants, chemical meningitis was a recogmsed sequel 
of spinal anmsthcsia ’ Sterilisation by autoclaving of 
special packs containing all the eqmpmcnt, including the 
ampoules of local amistheuc, required for this form of 
ana:sthesia is now commonly pracused to prevent this 
complicauon But autoclaving by itself is inadequate if 
the syringes and needles have not been previovisl) 
freed from all traces of disinfectant by cleansing and 
washing* 

The dangers of inadequate washing of equipment arc 
well brought out in an account of five patients in whom 
acute meningitis developed very shortly after spinal 
anrasthcsia for obstetric delivery ® The cerebrospinal 
flmd in each case was purulent, with a polymorph Icuco- 
cytosis These findings, together with pyrexia, suggested 
bacterial mfecuon of the subarachnoid space, but no 
organisms could be isolated from the cerebrospinal fluid 
or from blood samples A review of the procedures used 
for cleansing spinal anxsthetic equipment in the obstetric 
department concerned revealed tliat, whereas the ampoules 
of local anaisthcuc were taken dircctl) from their carton 
before autoclaving, the s)rmges used were soaked in a 
solution of a phenolic disinfectant, washed and rinsed, 
and finally put in trays ready for autoclaving Clearly 
this washing was incffccuvc Fortunately, all five patients 
recovered without permanent neurological sequel® Their 
illnesses illustrate once again the dangers associated with 
this mode of anxsthcsia when insufficient precautions arc 
taken to avoid contamination of the subarachnoid spao<^_ 
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FUTURE ROLE OF THE FAMILY DOCTOR* 

E Maurice Backett 

MB,BSc Lond,MRCJ?,FSS,DPH 
PROFESSOR OF SOCML MEDICINE IN THE IJNIVEESm OF ABERDEEN 

With the changing patterns of disease m Western 
societies, particularly the emergence of the chrome 
diseases (heart-disease, cancer, peptic ulcer, bronchitis), 
of acadents (especially motor-vehicle acadents), and of 
the multiple effects of radiation as the charactenstic and 
newly important threats to the pubhc health, there has 
come the possibihty of a rather different sort of medical 
care This new approach is prev entive in attitude (though 
the borderhne between prevention and verv early treat¬ 
ment IS rapidlj becommg meanmgless) It is preventive 
in the sense of usmg our growmg epidemiological know¬ 
ledge accurately to define vnilnerable groups, famihes, 
and mdivTduals m our population and of mampulatmg 
their personal and soaal environment to prevent disease 
But the differences between the present and future 
preventive medicme are more important than they seem 
at first sight These days (and at long last) most of us 
accept the necessity for clean milk and the quahtv control 
of food, for example, without demur These controls 
are, for the most part, saasfymgly impersonal But just 
let us try advocatmg changes m the mdividual and 
family dietarj' customs of the healthy rather than the 
sick m otir practices, or their leisure pursuits, or try to 
change one of many mmor addictions to which we are 
all prone, and we are m for trouble That trouble is 
made subtly worse by a sneakmg feehng that we may 
have no nght to meddle m these personal matters anyway, 
and that our techmques, if we do, are naive Yet, if the 
future general practitioner is to attempt the control of 
chrome disease m his practice, he has htde choice—he 
miut meddle, and his meddhng must be mcreasmgly 
personal, for it seems very likely that before long our 
so-called “ new ” diseases will offer as much of a threat 
to life and happmess as did some of the epidemics of the 
I9th century And, smee man> of these diseases hav e their 
ongms m our changmg ways of hvmg, a tolerable amount 
of mterference may help to prevent them 

By “ new ” diseases I do not mean only novelaes but 
newly mportant diseases which, because of then mcreasmg 
contribution to our morbidity and mortahty, must be 
counted as new threats For example, with the dechne 
(but not the defeat) of the infecaons we can see more 
clearly the enormity of our chromc-bronchitis problem 
(25 imlhon man-days los per 3 'ear, and thousands of 
deaths), of our cancer problem ( 100,000 deaths per year), 
of heart-disease, and of chrome but not alwajs fatal 
diseases like diabetes and multiple sclerosis We see, too, 
the useless (though fortunately small) waste of foetal and 
neonatal life and the few remaimng maternal deaths m 
a new context the context of a soaetj which, perhaps 
unlike all previous soaenes, does not expect illness and 
early death and which thinks of health and happmess as 
Its right 

* * * 

We can summarise the mam features of our changing 
disease patterns m this way First, the vulnerable age- 

* Abndged from a paper read to the sociological section of the 
British Association on Sept 2, I960 The full text will appear 
in Advancement of Science 


groups are shiftmg Young people are seldom ill In fact 
the older children and adolescents have virtuaUj dis¬ 
appeared from the doctor’s surgeiy' There is mcreasmg 
emphasis on the mtrauterme child and the neonate, 
rather than the infant Then there is the new interest, 
of course, m the elderlj, and above aU a growmg anxiety 
about the imddle-aged The rex ratios, too, are changmg, 
and the new diseases are mcreasmglv selecnv e of 
males 

Next, the type of disease is changing (and, inevotablj, 
our amtude towards it) For example, infecuous disease 
outbreaks are often spectacular and explosive, cases 
occur near one another, a hundred or so deaths m a 
small commumty has the impact of disaster, while the 
same number of deaths spread over the whole countrv— 
motor-vehicle or coronary deaths, for example—does not 
cany' the same provocanve danger signal Some catas¬ 
trophe is needed to promote social acnon 

• 

Next there is the duration of illness Most of our new 
diseases are chrome slow-movmg processes which may 
take many sjmptomless years to develop We are told 
that the cancer of the lung, for example, maj hav e started 
fifteen or twenty comparatively healthv vears before the 
first symptom of the disease, and that the men now dj-mg 
of chrome bronchius may well be reflectmg not only 
their smokmg habits and the air polluaon of the ones 
m which they have hved but also the shorter conv alescence 
enforced on workmg-class famihes by the tough economic 
pressures of the himgrj' ’30s It is, perhaps, this verj' long 
duranon of our chrome diseases and of cancer which is 
domg most to force us to review our methods of medical 
care 

Fmally, we can say that with a few exceptions our new 
threats to health seem, by their very nature, somewhat 
less likely to respond to curative medicme than the 
diseases of the past Howev'er, this point is not a strong 
one, and, to strengthen the case for a review of our 
preventive measures, I would sav that, thanks to the 
impeccable epidermology of people like Doll, Case, and 
Moms, the prev^ention of many cancers (and some other 
chrome diseases) is becoimng possible long before the 
disease itself is fully understood Thus, m the face of 
our new diseases, prevention acquires a new urgency, 
and the wise family doctor is bemg forced mcreasmglj' 
to switch his attenuon from sick people to the habits 
and behaviour of healthy people mzny years before the 
chmcal onset of illness 

* * # 

So here, very crudely, is the problem Most people 
who feel ill seek medical care and have a rather special 
relationship with theur doctors Healthj people, on the 
other hand, are unlikely to be particularlj impressed by 
talk of a disease which may come in twenty 3 ears’ time 
Their rephes to doctors who seek to change their 
behavTOur, and thus to promote their future health, are 
pohte but negative 

The dilemma is most acute for the famil 3 doctor, for 
it IS now becommg techmcally possible for a large part 
of his job to be the highly saentific supervTsion of healthy 
people Indeed, this looks like bemg the onlv wav to 
cope with our new diseases Such a statement does not 
sound pamcularlv surpnsmg, but at the moment well 
over 90% of the family doctor’s work with adults is 
curanve, deahng with estabhshed disease If even a 
quarter of his work were to be concerned m ainl y with 


1076 NOVEMBER 12 , 1960 


PUBLIC HEALTH 


THE LANCET 


healthy people, rather than the sick, this would be a 
revolutionarj' change—at least as revolutionary as was 
his assumption of the role of vaccinator and immuniser 
of children Such a change has been made necessary by 
the changes in our disease pattern, and possible by a 
growing knowledge of the reasons for variation in the 
vulnerabihty of different age, sex, and social groups This 
means that the doctor who really knows how his patients 
hve will be able to define with increasing accuracy who 
IS hkely to become ill In fact, he alone—because of his 
contact with the family—can become the man to observe 
those aspects of behaviour which we suspect are the 
precursors of much chrome disease 

As a help toward the pracucal apphcation of this 
change of approach, the doctor now has a growing 
armoury of screemng devices and simple tests by which 
he can pick the already ill from among the merely vulner¬ 
able people in his practice, and so make earher and ever 
earher diagnoses Many of these screenmg tests are 
sensitive enough to be used while the patient is sail 
feehng fit—that is before he would normally seek medical 
care, and long before serious symptoms arise 

# * # 

These noaons may be illustrated briefly by reference 
to cancer of the uterine cervix Epidemiologically speak- 
mg, this cancer is well described A lot is known about 
what sort of people get it (but, of course, very little about 
how they get it) Through relaavely simple technical 
advances it is becoming possible to make increasingly 
early diagnoses of the developmg growth We are told 
that treatment at an early stage is relatively easy and safe, 
but that the diagnosis must be made before the symptoms 
and signs develop We are also told that the test is 
rapidly achieving real accuracy So it is this combination 
of good epidemiology (which could guide the doctor to 
where the disease will arise—so that he need not screen 
all the women in his pracuce) and this early test which 
has suddenly given the fanuly doctor the power if not 
to eradicate the disease then perhaps drasucally to reduce 
It in his pracuce But, at once we are back with the 
same problems as before How to persuade apparently 
healtliy women who belong to the vtilnerable age, parity, 
and social group to seek medical care long before 
they feel ill, how to persuade the doctor to persuade 
them, and finally, how to fit this approach mto a service 
and a society qmte naturally preoccupied with curauve 
medicme 

* • * 

Tests which can be used for screemng apparently 
healtliy populauons for all manner of different diseases 
are rapidly increasing in number and accuracy They are 
an exciung product of the growing gadgetry of medicme 
Already it seems probable that more or less accurate 
and % cry early diagnoses (that is, long before the pauent 
is consaous of illness) can be made m a variety of 
chest condiuons, a few cardioi ascular disorders, some 
renal diseases, and an assortment of hereditary meta- 
bohe upsets, mild diabetes, and at least one cause of 
bUndness 

In this way it seems that our new diseases are them- 
sches forang us into at least the contemplauon of a 
different sort of medical care This medical care may in 
turn need a rather different sort of doaor to apply it 
Such a man would have different interests and would 
need much more time than today’s family doaors whose 


hospital educauon very properly emphasises curauve 
medicine above all else 

There are other difficulues apart from those of time 
and interest For example, most doctors feel that, at 
least at first, we should play a passive waiung role the 
imuauve obviously should be with the pauent With this 
in mind most of us would find it very difficult, for example, 
to write to a lot of healthy adults on our lists inviung 
them to undergo even the simplest of screening tests 
It would be even more difficult to go to the length of 
reorgamsing our practices so that much of our ume was 
spent in this way 

There is yet another problem How could the future 
family doctor screen the vulnerable people on his list, 
offer his geneuc counsel, advise effectively on diet, 
exercise, and so on, or even check the blood-pressure and 
weight of the paunchily middle-aged (if one day it is agreed 
that these too are useful screening tests) without creating 
not a healthy pracuce but a practice of neurotics ^ We 
have seen a suggesuon of this mass fear of illness following 
the indiscriminate “ check-up ” campaigns, the cancer 
films, and the commercial exploitauon of anxiety which 
has occasionally been a feature of “ health education ” 
elsewhere Dur small experience of studies over here, 
and the wider experience of calmly and well run 
studies of commumty health (such as that at Framingham 
in the USA), suggest that these dangers can be avoided 
But they remain an important threat, and the prevention 
of some heart-disease, for example, might save the lives 
of mentally healthy men at the cost of converung them 
into cardiac neuroucs 

# * # 

Changes in disease patterns must always have given 
rise to new social problems our current transiuon from 
the infections to chronic degenerative disease is obviously 
no excepuon The changing role of the general practi- 
Uoner is among the most intriguing of these problems, 
and It may be that in future he will have to be prepared to 
make himself more of a nuisance to his pauents But if 
he does, will they take any nouce of him—and why should 
they anyway ’ 
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Infectious Diseases in England and Wales 


Week ended October 


Disease 


8 

15 

22 

29 # 

Diphtheria 

4 

3 

4 

4 

581 

Dysentery 

477 

500 

600 

465 

Encephalitis 

In/cctiNC 

1 

3 

4 

2 j 

3 

Postmfcctious 

3 


2 

2 

196 

4585 

Food poisoning 

Measles excluding rubella 
Meningococcal inlcction 

287 

S96 

225 

2856 

188 

3220 

181 

3917, 

19 

28 

29 

19 


Ophthalmia neonatorum 

21 

16 

24 

31 


ParatjTboid fc\cr 

6 

7 

12 

4 

221 

Pneumonia primary or influenzal 

175 

202 

239 

213 

Po!)om> elitis 

Paralytic 

12 

14 

8 

10 

1 

188 

465 

13 

Non paralytic 

Puerperal pj-rexia 

Scarlet fe^cr 

6 

153 

305 

4 

194 

357 

201 

424 

171 

409 

Smallpox 

Tuberculosis 

Respiratory 


386 

428 

436 

343 

Meninges and C.^3 

Other 

48 

2 

14 

47 

57 

51 

Typhoid focr 
tCTiooring cough 

5 1 
mol 

4 

1021 

1 

931 

860 

964, 


• Not including bte returns 
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EAST-WEST SYMPOSIUM ON 
PATHOGENESIS OF ESSENTIAL 
HYPERTENSION 

Clifford Wilso\- 
D M Oson., FJCCJ 

PROFESSOR OF ^EEDICD^ UVIVERSTTi OF LONDON, 

DIRECTOP O' THE MEDICAL UKIT, THE LO'HION HOSPITAL, E.1 

“Although it appears that essential hvpertension is a wide¬ 
spread condition and a frequent cause of premature msTilidism 
and death, there is btde agreement about its pathogenesis or 
about the role of vanous environmental factors m its produc¬ 
tion. This lack of knowledge prohibits anv rational attempt at 
prevention It seems desirable, therefore, to discuss the con¬ 
flicting views and to dehneate fields m which future research 
might possibly be concentrated with profin” 

These were the broad terms of reference of a symposium 
which was held m Prague early m the summer under the 
jomt auspices of the European Region of W H O and the 
Czechoslovak Cardiologichl Soaety Some 40 workers, 
engaged m research on vanous aspects of hypenension, 
attended, chieflv from the USA, USSR, and Great 
Bntam, but almost every other country m Europe was 
represented 

The detailed proceedings of the conference will be 
published shortly, and these will mclude an account of 
mdividual papers and the vanetv of opinions expressed m 
discussion Nevertheless it seems worth while to record 
some personal impressions now which it is hoped may 
gite some idea of the posime achietements of the 
symposium Research on hypertension has recently 
received a fresh stimulus from set eral different directions, 
and this was reflected m the hvely control ersv and 
some new ideas which found expression during the 
symposium 

One stimulus m Prague was undoubtedly the oppor- 
tumty of hearing from Russian mvesngators about their 
concept of essential hypertension as a specific neurosis, 
against the experimental background of hypertension 
mduced m animals by nervous or emotional stram New 
mterest has also been aroused by epidemiological studies 
on the role of genetic and environmental factors, one 
outcome of which is the current control ersy on whether 
essential hvpertension is a disease entity or a biological 
variation differing only quanatanvely from the normal 
Furthermore, the widespread use of hypotensive drugs 
with a variety of pharmacological effects has not only 
emphasised the need for a clearer understanding of the 
fundamental nature of the disorder, but has also produced 
some new ideas about possible mechamsms m its patho¬ 
genesis In the mvestigation of these problems, stansn- 
aans, physiologists, experimental pathologists, and 
pharmacologists are becorrung mcreasmglv active The 
old controversies about humoral and neurogemc mechan¬ 
isms have been given a new look by the discovery of 
mtnguing relationships between rerun and aldosterone, 
by more cntical assessment of the role of catechol amines, 
and by the researches of neurophysiologists in several 
countnes on the nervous regulation of the orculatiorL 
Added to this is a quesnonmg of the old concepts of the 

* This article is based oa a samniary review of the symposium 
presented to the Czechoslovak Cardiological Soaetv, and a 
lecture oa espemnental hvpertension to the Czechoslovak 
Nephrological Soaetv, Prague, June, 1060 


hmmodynamic status in hvpenension m which circulatory 
changes were accepted as madental to a pnmarv mcrease 
in penpheral resistance, so that the search for amological 
factors was focused almost exclusiteh on this resmeted 
part of the vascular system 

The symposium was arranged as a senes of discussions 
on the following topics defimaon, diagnosis, and natural 
history, epidemiology, the role of emotional and environ¬ 
mental faCTors, neurogemc factors m the control of blood- 
pressure, hsmodvnamic studies m essential hyper¬ 
tension, vessel-wHll factors, metabohe factors, mcludmg 
the possible role of pressor armnes, the adrenal cortex, 
and the kidney 

Although there was considerable divergence of opimon 
on most of the topics disciissed, there was a fair amount of 
agreement on the nature of the problems which need to 
be tackled These I have attempted to summarise m the 
followmg questions 

(1) In the hght of modem knowledge, can we arrive at any 
more satisfactory defimnon of essential hvpertension than the 
present one of “ elevanon of the blood-pressure without 
apparent cause ” ^ 

(2) In viev of the more exact methods of diagnosis now 
available, how large a proportion of cases, masquerading under 
the diagnosis of essennal hvpertension, are reallv due to some 
local disease—e g, of the ladnevs or endocrine glands ’ 

(3) Is It possible to find a means of separating normal from 
high blood-pressure, not only m the numencal sense, but also 
m estabhshing whether essennal hvpertension is quabtamely 
different from the phvsiological range of the blood-pressure ’ 

(4) How vahd are casual blood-pressure readings, espeaallv 
when used as an index m epidemiological studies * How far 
can such blood-pressure readings be standardised ^ 

(5) How large a part does hereditv plav in the pathogenesis 
of essential hvpertension’ Is the genenc factor suffiaently 
large to mdicate a pninarv metabohe fault m blood-pressure 
regulauon as the mam cause ’ 

(6) What IS the role of environmental factors such as geo¬ 
graphical situanon, diet (mcludmg electrolyte mtake), occupa¬ 
tion, and pamcularlv, mental stram or emotional stress ’ 

(7) Does the blood-pressure nse with age tmiformlv m the 
population as a whole, or is there an excessive nse m a limited 
group, who as thev get older emerge from the normal popula¬ 
tion owmg to the development of a specific disease, essential 
hvpertension ’ 

(8) How often does “ transient ” or “ mtermittent ” hvper¬ 
tension lead to estabhshed hvpertension—e., is there a 
defimte sequence m the natural history firom transient to 
permanent elevanon of the blood-pressure’ 

(9) Can a prehvpertensive state be recogmsed m which 
metabohe or vascular responses mav make it possible to 
annapate the development of essennal hypertension’ 

(10) What part do nervous, renal, and endoerme mechan¬ 
isms play m determinmg penpheral vascular resistance’ Is 
there anv real evidence that these factors play a different role 
at different stages of the disease’ 

(11) Is the regional distnbunon of mcreased penpheral 
resistance the same m all cases ’ Is it different m the earlv 
and late stages, and does it differ ftom the distnbunon m other 
hypertensive disorders such as renal hvpenension’ 

(12) Is It possible that, with advancmg age, some alteranon 
m the vessel wall mav produce a change m reacnvitv to 
physiological stimuli ’ 

For the vanous topics m the symposium, discussion 
leaders were appomted, and produced a day-to-day 
progress report In the final discussion on “ topics and 
future trends for research ansmg from presTous dis- 
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cessions ” an attempt was made to coordinate the results 
of the conference, particularly with a view to inter- 
nauonal co-operation in various fields In what follows, 
I have tried to give a brief account of the general 
conclusions on the various topics seriatim, but it must 
be recognised that on some issues there is still consider¬ 
able disagreement on both the vahdity and the interpreta¬ 
tion of the available evidence, or on its relevance to 
essential hypertension 

Definition and Natural History 
On the question of definitton it was generally agreed that 
at present there is no satisfactory alternative to the term 
essential hypertension, indicating “ a common form of 
high blood-pressure without apparent cause ” Whilst 
modern diagnostic techniques are revealing increasing 
numbers of cases due to specific lesions, such as renal- 
artery stenosis, pyelonephritis, or endocrine disease, this 
IS almost certainly a minority group—not large enough, 
for example, to invalidate epidemiological studies based 
on measurements of blood-pressure as the sole criterion 
In the individual it is impracticable to define a critical 
dmding-hne between normal blood-pressure and essential 
hypertension but this is equally true of other forms of 
hypertension—e g, that due to renal disease Whether 
essenual hypertension is a disease entity, qualitatively 
different from the physiological range of blood-pressure, 
may well be decided by a critical analysis of exisang 
epidemiological data, together with further planned 
investigation of selected populations If indeed we are 
dealing with a specific disease, some biochemical fault 
should eventually be discovered There is evidence that 
patients with essential hypertension do show qualitative 
differences from the normal—for example, rapid electro¬ 
lyte diuresis following plasma-volume expansion by a 
water or solute load, reversal of the normal anadiuretic 
effect of injected angiotensin, and the recent evidence of 
increased secretion of aldosterone in malignant hyper¬ 
tension—but It has yet to be shown that these differences 
in behaviour arc specific for essential hypertension and 
that they are primary rather than secondary manifestations 
One of the most urgent needs is a clearer defmition of 
tlie uatural history of the disorder Physiologists, experi¬ 
mental pathologists, and epidemiologists are tending to 
interpret their various data in terms of the “ early ” or 
“ late ” stages of the disease, but there is as yet no clear 
understanding of these stages or indeed of the relauon- 
ship of transient to estabhshed hypertension It may well 
be that furtlier clarificauon of the natural history will 
emerge from characterisauon of the various states (if 
these exist) bv biochemical or physiological tests Thus, 
response to salt-loading or angiotensin, or differences in 
secreuon, utilisauon, or end-organ response of adrenal 
corucal hormones, may be found to differ in different 
climcal groups, or again there may be a change in haimo- 
dynamic pattern in terms of cardiac output and distribu¬ 
tion of regional resistance Possibly nenous and humoral 
factors pla\ different roles in the early and later stages 
We know, for example, that a minority of cases, espeaally 
in ^oung subjects, hate an increased cardiac output 
Whether this is due to anxiett at the time of the imcstiga- 
tion and whether it can still be demonstrated after hyper¬ 
tension has persisted for mans tears needs to be deter¬ 
mined Whilst some of these questions—e g, a bener 
definition of stages of the disease—mat be answered by 
large populauon studies, most of them wall require long¬ 


term and more detailed mvestigation of small numbers of 
patients by the chmcian and experimentabst working 
together For, apart from problems of diffcrcnual 
diagnosis, it will be essential to rccogmse the intrusion of 
secondary factors, such as local atherosclerosis, altered 
renal function, or emotional reactions, which may 
modify the physiological pattern and brmg into play new 
homoeostatic mechamsms 

Epidemiology 

The startmg-point of epidemiological studies is the 
vahdity of blood-pressure estimation as an index 
Examination of the “ casual ” blood-pressure should be 
made to see whether further standardisation of technique 
IS possible and what additional criteria can reasonably be 
included m population studies The epidemiologist is on 
uncertain ground until the validity of the high casual 
pressure as an indication of essential hypertension is 
assured But if this can be established, some of the really 
fundamental problems of mtiology may be solved by 
epidemiological methods The most important of these 
is heredity If the genetic factor in essenual hypertension 
IS of major importance there is an urgent need to seek for 
an mborn error of metabohsm in the pathogenesis of the 
disease Even if there is a specific genetic factor, the 
environmental situation may well determine whether this 
defect leads to manifest disease Furthermore a distinc- 
Uon (commonly overlooked) must be made bctxvecn 
genetic factors and the “ cultural inheritance ” which is 
also transmitted in the family The influence of age 
is the second mam problem which epidemiological 
studies should be able to resolve, for if a substanual rise 
in blood-pressure can be shown to develop in a discrete 
secuon of the populauon as age advances, in contrast to 
httlc or no rise m the remainder, there can be little doubt 
that essenual hypertension exists as a separate entity’, 
furthermore the search for a causal mechanism can then 
be directed to changes in function with advancing age 
There is a good deal of evidence, at present difficult to 
evaluate, of blood-pressure differences between popula¬ 
uon groups, which may be related to ways of life It is 
m the epidemiological field that internatioml cooperation 
IS likely to be most frmtful, particularly in the invcsuga- 
Uon of racial factors, the effects of diet, the stresses of 
industriahsauon, and other circumstances where differ¬ 
ences in prevalence, already recognised, present “ experi¬ 
ments of opportumty ” 

The Neurogenic Hypothesis 
The view that essential hypertension has a neurogenic 
basis IS undoubtedly enjoying a new wave of popularity' 
Invesugators in the Soviet Union have for some years 
maintained that essenual hypertension develops as a 
spcafic manifestauon of neurosis, and this has led to 
observauons on the prevalence of hypertension in different 
occupauon groups, to extensive physiological researches 
on the nervous regulation of the circulauon, and to studies 
in dogs and monkeys of experimental hypertension 
produced by stress stimuli using conditioned reflexes and 
Pax lovian techniques The w idesprcad use of hy potcnsiv c 
drugs which aa centrally or peripherally by inhibiting 
autonomic v asoconstncuon has produced in some quarters 
an uncriucal acceptance of the neurogenic theory, or at 
any rate of an important nervous component in essential 
hypertension Supporting evidence has been sought, 
pamcularly in the United States, by analysing the 
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emoaonal and hEmodimamic responses of hypertensive 
individuals to stressful situations, or by studying cultural 
background, character structure, and behanoural patterns 
in relation to the inadence of the disease Ownng to lack 
of translauons of pubhshed data it is impossible to give 
a fair assessment of the Russian view, and it is to be hoped 
that the clmical, experimental, and epidemiological 
evidence on which this concept is based will soon be made 
more readily available At present most workers agree 
that m the estabhshed phase of essenaal hypertension— 

1 e, when the diastohc pressure is persistently raised— 
there is no conv'mcmg evidence that the cause is neuro- 
gemc vasoconstriction That emotional stress can cause 
acute elevation m blood-pressure is undoubtedly true, 
but the relevance of this to the chrome disorder «e term 
essential hypertension is qmte obscure, and m neither 
transient nor estabhshed hypertension has mcreased 
autonormc activity been demonstrated by the findmg of 
mcreased catechol-amme production, as is observed m 
patients with high blood-pressure due to ph$ochromo- 
cytoma There is obviously' a need for a more critical and 
broadly based assessment of hypertension of supposedly 
nervous snology m terms of its cbmcal characteristics, 
hereditary ongms, and subsequent course Furthermore 
when studymg emotional responses m both personal 
behaviour and vascular reactivity', it is essential to 
estabhsh to what extent these are the cause or the result 
of the elevated blood-pressure 

Hzemo dynamic Changes 

From what has been said it will be obvious that the 
largest smgle obstacle to understanding the genesis of 
hypertension is an imperfect knowledge of the factors 
which control the blood-pressure m health It would be 
easier to deade whether hypertension was “ abnormal ” 
if we understood better the mechamsms by which normal 
blood-pressure is m aintain ed This becomes even more 
obvious when considering the further problems of hemo¬ 
dynamic changes, vessel-waU factors, and the possible 
role of renal and endocrine dysfunction m essential 
hypertension In the field of blood-pressure regulaaon, 
physiologists seem to have been until recently almost 
exclusively concerned with the autonomic control of 
vascular tone In various discussions a great deal was 
heard about the baroceptors and other vascular receptor 
mechamsms, about cardiov ascular changes following 
hypothalamic stimulation, and about the central and 
peripheral effects of hypotensive drugs on autonormc 
status and catechol-armne production It is well estab¬ 
hshed that the response threshold of the baroceptors is 
raised m chrome hypertension, but this appears to be an 
adaptation to the high blood-pressure rather than its cause 
Recent physiological and pharmacological work has 
certainly revealed new aspects of neurogemc control of the 
circulation, but those who are concerned with the 
problem of hypertension, either clmically or expen- 
mentally, are quesnomng the adequacy of this approach, 
and are seekmg information on other possible regulatmg 
mechamsms which may be more relev'ant m mamtaimng 
blood-pressure at a high level For example, what 
controls the residual artenolar tone when all sympathenc 
influences are removed’ Is it some endoerme factor, a 
renal pressor substance such as angiotensm, or is it a 
question of the electrolyte environment of the smooth- 
muscle cells of the arteriole’ Whatever the controlhng 
factors, vessel tone vanes under the influence of a number 
of stimuh, and this brmgs up the vexed question of 


vascular reactiv'ity Pressor responses to vasomotor 
stimuh such as cold, emotion, and vasoconstrictor drugs 
have so far failed to provide a conv'mcmg separation of 
hypertensiv'e from normotensive subjects or to predict 
the future dev'elopment of high blood-pressure m the 
latter Yet the level of the blood-pressure alone is 
msuffiaent to explam mdividual differences m the 
production of both functional and structural v'ascular 
reactions—e g, hy'pertensive headache, papillcedema, 
fibnnoid artenolar necrosis and locahsed cerebral 
vasoconstnction m hypertensiv'e encephalopathy' 

In general the view has long been accepted that narrow- 
mg of the artenoles is the primary hEemodynamic change 
m essential hypertension An altemaave view is that 
vasoconstnction may occur as a reaction to mcreased 
mtra-artenal pressure, which might be caused, for 
example, by a nse m cardiac output This possibihty 
has directed attention to pnmary changes in cardiac 
dynamics and to possible alterations m venous tone 
or venous blood-volume, which might affect cardiac 
output and thereby minate artenal hypertension Devna- 
Dons from normal behaviour, such as the rapid salt 
diuresis m chrome hypertension, and the link between 
reduction m plasma-volume and blood-pressure after 
admimstration of diuretics such as chlorothiazide, have 
suggested a disturbance m the relationship between 
vascular capacity and blood-volume m the hypertensive 
patient Various new and mterestmg techmques are 
bemg developed m an attempt to explore these possi- 
bihaes Methods have been dev’ised for a more exact 
physical analysis of the parameters of vascular tone, and 
It IS hoped that these may provide a means of identffv'mg 
and assessmg the effects of neurogemc and humoral 
factors, and of vascular " reactivity' ”, m hy'pertension 
of various sorts Haemody'namic studies on carhac output, 
and on the regional distribution of peripheral resistance, 
suggest that m hy'pertension certam areas of the vascular 
bed—e g, the tadneys and skeletal muscle—respond 
differently m different circumstances Experimental 
models are also bemg devised m animals m an attempt to 
separate the cardiac component from the role of the 
peripheral circulation dunng changes m blood-pressure 
mduced by various means 

Aletabohc Factors 

The symposium mcluded a number of papers and a 
very critical discussion on the role of pressor ammes, the 
adrenal cortex, and renal factors m the pathogenesis of 
essential hypertension Most workers agreed that at 
present there is no direct or convmcmg evidence that 
either the kidney or the endoenne system plavs a part 
m the early or later stages, although this may not be true 
m the mahgnant phase of the disease Here agam we 
are faced with the problem of distmguishmg pnmarv 
factors from secondary changes which dev'elop m severe 
hypenension as a result of renal vascular damage Such 
damage may produce metabohe disturbances—^for 
example, in sodium and water excretion—and mav possibly' 
alter the pattern of hormone production (eg, hy'per- 
aldosteromsm m mahgnant hy'penension) Nevertheless 
recent work on the reaprocal action of rerun and aldo¬ 
sterone, and on the relationship of renin produenon by 
the juxtaglomerular apparatus to renal perfusion pressure, 
have produced, if not yet a promise, at any rate a hope, of 
a clearer understandmg of renal participation m blood- 
pressure regulaaon 

There is another Ime of approach, based on both cbmcal 
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and e\pcriniental observauons, which is certainly relevant 
to the problem of clironic hypertension in general, and 
possibly by analogy to essential hypertension This is the 
growing evidence of a change in mechamsm when high 
blood-pressure passes from the acute to the chrome stage 
Thus when hypertension is caused by some specific 
lesion—e g , ph-cocliromocytoma, adrenal corucal tumour 
or imiHteral renal disease—the pressure frequently 
remains elevated when the primary cause is removed As 
far ns present evidence poes, it does not seem possible 
to distingiush this chrome residual hypertension from 
essential hypertension on chmeal, physiological, or 
anatomical grounds There is some evidence also of a 
difference in mechamsm between the hypertension of 
acute and chronic nephritis and early and late experi¬ 
mental renal hypertension These observations underhne 
the importance, first, of looking for a similar change in 
mechanism in the development of essential hypertension, 
and, second, of considering the possibihty of a common 
factor in the various forms of chrome high blood-pressure 
The striking thing is that in all these conditions a new 
eqmhbrium appears to have been estabhshed at a high 
level of blood-pressure which is consistent with many 
years of good health This would appear to involve a 
“ resetung ” of the homocostatic mechamsms which 
normally maintain arterial pressure at a steady level 
There is evidence of such a resetting in the case of the 
baroceptors, but, as already mentioned, the evidence 
does not suggest that this is of causal sigmficance One 
of the most clear-cut observations in this field is the 
revcrsibihty of chrome renal hypertension In the 
laboratory animal, renal hypertension of long duration is 
reversed within a matter of hours if the renal circulation 
is restored to normal In man a similar prompt reversal 
of chrome renal hypertension has been demonstrated 
when, m identical twins, a normal kidney has been 
grafted in a twin with chrome nephritis and the diseased 
kidneys removed Thus it is clearly established that, in 
the maintenance of chrome renal hypertension, no 
irreversible extrarenal mechamsm—structural or neuro- 
gemc—supervenes This docs not of course exclude the 
participation of some extrarenal factor, but it docs indicate 
that in this form of chrome hypertension a metabohe 
renal disturbance almost certainly plays a primary 
role m resetting the homocostauc regulation of the 
blood-pressure at a higher level In other forms of 
chrome hypertension, including essential hypertension, 
this line of reasoning is cfTcctivcly blocked by the fact 
that, at any rate unul the late stages, there is no structural 
basis for i renal mechamsm If therefore the kidney 
plays a role in the pathogenesis of essential hjiicrtcnsion 
It must be on the basis of a purely functional disorder, 
or of structural changes which have not been so far 
retealed by light microscopy This is a mam problem 
for future imcsugation One of the most urgent needs 
is a further clarificauon of the mechamsm of renal hyper¬ 
tension, for, from what has been said, this may open the 
was to an understanding of other forms of chrome high 
blood-pressure 

Views on the pathogenesis of essential hypertension 
have rcccntlj been expressed, on this and other occasions, 
in wluch the high blood-pressure is deemed to depend on 
a vanctj of influences—genetic, nervous, emotional, 
dictarv, renal, and endoenne—with the corollary that no 
spcafic cause is likely to be found in the great majority 
of cases These “ multiple choice ” hypotlicses, which 
embrace all the possible mechamsms of blood-pressure 


variation, fail to distinguish, and indeed seem to discount 
the need to distmgmsh, these mechamsms from their 
provoking causes The modes of production of blood- 
pressure elevation are undoubtedly mamfold and may 
differ in the wide variety of individuals who present with 
arterial hypertension But some single faaor or hmitcd 
combination of specific factors may well determine that 
one person gets “ essential hyqiertension ” whilst another 
does not 

Conclusion 

From these far-ranging discussions I have attempted to 
outhne recent trends in vanous hnes of research which 
seem to offer protmse for tlie future The Prague sym¬ 
posium made a valuable contribution by bringing together 
workers from East and West, and by providing the fullest 
opportunities for critical discussion of their diverse vaews 
It brought to the fore the problems and possibihues of 
epidemiological research on the subject, and presented 
fresh evidence and ideas on haimodynamic factors 
Perhaps of greatest importance was the large representa¬ 
tion from the basic sciences—chermstry, physics, physio¬ 
logy, and pharmacology—for from these disciphnes are 
most likely to come new tcchmques and methods of 
mqmry 

The programme arrangements of the symposium placed tlic 
emphasis on discussion rather than presentation of papers, 
and this was something of an experiment on which both 
WHO and the Czechoslovak Cardiological Society ore to be 
congratulated What cannot be omitted is a sincere apprecia¬ 
tion of the work and friendliness of our medical colleagues in 
Prague, whose hospitality was not only generous but very' 
largely personal and spontaneous 


THE FUTURE OF GENERAL PRACTICE 

The future of general practice was considered by 
Dr Oscar Williams m a presidential address to the 
Association of Welsh Executive Councils at Llandudno 
on Oct 28 

Dr Wilhams remarked that it had been said that the 
general practiuoncr was dead It was certainly true 
that, except in residential suburbs and south-coast 
resorts, applications for practice vacancies had fallen 
almost catastrophically What was to be done ? 

The clock could not be put back no practiuoncr could now, 
as he did formerly, cope with all emergencies and problems 
But the pendulum had swaing too far the other way, for today 
the practitioner was forced to refer a high proportion of liis 
pauents to a spcciahst or a succession of specialists before 
initiating treatment, and sometimes he might lose all control 
over his patient’s treatment 

Inevitably the status of the pracuuoncr (he could now hardly 
be called family doctor) had suffered—and tius at a time when 
m the higher admimstrauvc places opinion was moving away 
from increased institutional treatment, particularly of mental 
illness, of the very young and very old, and even for midwafery 

Those who served on cxccuuve councils should welcome this 
rethinking, and should determine forthwith to play a more 
creative part in building a complete domiciliary service—^an 
aim wluch could be achieved only in cooperation with the 
public-health, hospital, and soaal services The general 
pracuuoncr could then become more of a personal doctor, 
concerned with the social aspects of disease, able and willing 
to advise the family on its problems, the children, the aged 
dependants, and the difficulties when the family had to cope 
with a mentally ill member 

Unfortunately there was at present little incentive to 
this end The Royal Commission on the Rcmuncrauon of 
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Doctors and Denusts had not supplied the answers its 
report imphed that indifferent work paid The essential 
miTiiTmim requirements ■were as follows 

The pracunoner should have rnore time to devote to each 
panentj and this entailed at once cuttmg big hsts and lowering 
magma 

He should be properlv housed, wath all the anciUarv help he 
needed. 

He should work closelv with his hospital and other colleagues, 
and he should m fact be mvited to participate acm eh m the 
work of the hospital and of local-authontv clinics, thus avemng 
the frustranons of overlapping 

He should be allowed far more practical patucipanon in the 
work of hospitals Cluneal assistantships limited to six months’ 
tenure were not the answer, nor e\en was the provision 
wherever possible of general-pracnnoner beds A familv 
doctor should be able to graduate mto the hospital service, as 
he could formerlv 

Another difficulcv, which had been only half faced, was 
the general practitioner’s secunti, or lack of it The 
doctor should have the nght, without fear of losmg his 
patient, of advismg the patient firmlv on the course he 
should pursue, and not merely prescribe the latest tablet 
A change of doctors should not be allowed wnthout 
adequate grounds Fmallv, there should be some 
recogmtion of higher standards of work 


PENSION AND BENEFIT INC3REASES 

The proposed mcreases m pensions, benefits, and con- 
mbunonSj foreshadowed m the Queen’s speech, were 
announced by Mr John Boyd-Carpenter, Minister of 
Pensions and National Insurance, on Nov 2 The 
mcreases, which will cost an extra £160 miihon a 
year, wdl, subject to parhamentary approval, begin 
next April 

XTar Pensions 

The basic rate of pension for 100”o war disablement will be 
raised bv 12s (>d a week to 91s 6d Pensions for war widows 
with children, or over forty years of age, will be mcreased by 
lOr a week to 76s, with further mcreases for theu children. 

Kational Insurance Benefits 

The standard rates of retirement and widows’ pensions and 
sickness and unemployment benefits will go up to 57s fid a 
week for smgle people and to 92 j 6d a week for married 
couples, increases of 7s 6d and 12s 6d respecnvelv The 
allowance for each dependent child will be mcreased bv 
2s 6d a week, and for a widow’s child by 5s Matermty 
benefits, the guardian’s allowance, and the child’s special 
allowance are also bemg raised 

Industrial Injuries Ben^ts 

Injury benefit, now 85s a week, will be mcreased to 97s fid 
a week as wfll the pension for lOO/'o disablement. The mdus- 
trial widowr’s pension of 56s a week will go up to 64s 

Contributions 

The flat-rate contribuuons for employees m the graduated 
scheme will stay at about theu present level instead of bemg 
reduced from next April The flat-rate contributions for em¬ 
ployees contracted out of the graduated scheme, for the self- 
emploved, and for the non-employed will be mcreased. The 
contribunon from the taxpayer will al'O be mcreased, 

I\ational Assistance 

The scale rates for National Assistance will be raised by 
3s fid a week for a smgle householder and bv 5s for a married 
couple, to 53s fid. and 90s respecnvelv There will be suitable 
mcreases m the other rates, mdudmg those for dependants 


SjTiiposium 


IMMUNOLOGY 

IN THE RHEUMATIC DISEASES 

The Empue Rheumatism Council held a stroposium 
on Immunologv m the Rheumatic Diseases m London on 
Oct 28, under the jomt chairmanship of Dr W S C 
COPE.VLAN and Prof John Squire 

Dr L E Glynn (Taplow) said that immune tolerance was 
an acqmred faculty, but one which could also be lost He 
outlmed possible wavs m which antigen- or antibody-formmg 
cells rmght be altered with subsequent breakdown or at oidance 
of tolerance mechanisms 

Dr A. G S Hni (Stoke Mandeville) reviewed the climcal 
evidence that rheumatoid arthnns was a disordered immune 
response, and found httle to mdicate a hvpersensinvitv 
response 

Reportmg a jomt study with Dr I M Rorrr, Dr XT 
Hijmans (Leiden), and Dr E J Holborow, Dr DEBOR.nH 
Doniach (London) described results of testmg sera from 
patients wnth thvroidius, svsteimc lupus erythematosus 
(s L E ), and rheumatoid arthnns for the presence of annbodies 
to thvTOid anngens, antmuclear factors, anncvtoplasmic factors, 
and rheumatoid factors About 10% of Hashimoto panents" 
gate posime antmuclear or anucvtoplasrmc tests, and the 
mcidence of low-nue ann-thvroglobuhn annbodies was 
mcreased m s L.E panents 

Serum complement was diminished in s LE, Dr H A. 
Ellis (Birmingham) found, and might be mcreased m early 
aenve rheumatoid disease, although it fell later, especially 
when rheumatoid-factor ntres were high- 

Dr R. R. A Coombs (Cambndge) described the factor— 
immunoconglunnm—whidi appears m the serum of rabbits 
immunised with bacteria specificaUt agglunnated with ann- 
bod> m the presence of complement, or mdeed immimised 
with bactena alone This factor, apparently an auto- 
annbodv to complement, can be detected m the serum m 
manv human infecnons, but is mcreased also m rheumatoid 
arthnns 

Dr R. G White (London) desenbed the use of immuno- 
fluorescent methods to locate -glob ulin mtracellularlt m the 
plasma-ceU senes m the medullary tissue of lymph-nodes, and 
m their germinal centres He drew attennon to the folhcular 
hyperplasia and plasma-cell prohferanon found m rheumatoid 
lymph-nodes 

The significance of the rheumatoid serum factors was 
discussed by Dr J Ball (Manchester), who said that the 
rheumatoid macroglobulin factor for rabbit globuhn could be 
deteaed m about 40 of adults, and m significant ntre in 
2-5% of Nortbem Europeans Posinve tests were found 
(apart from rheumatoid arthnns) m a significant propornon 
of cases of s l e , svstemic sclerosis, digital artentis, and 
Sjogren’s svndrome About 35 °o of posinve tests m a 
random sample were associated with climcallv detectable 
disease. 

Dr C L Greenbury (Stoke Mandeville) desenbed 
quanntanve expenments usmg radio-iodme to label rheumatoid 
factor or antibody, which mdicated that the amount of factor 
removable bv repeated absorpnon from a given serum vaned 
according to the degree of sensinsanon of the absorbmg red 
cells 

Dr B Cruikshank (Glasgow) doubted whether -globulin 
was significant m the tenology of rheumatoid disease Only 
a minonty of the plasma-cells m the inflammatory lesions of 
rheumatoid tissue had been shown to contam either IS or 19S 

-globuhn He had found histological changes m synovial 
tissue m ankvlosmg spondyhns essentially similar to those m 
rheumatoid arthnns, but associated neither with serum 
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and experimental observations, which is certainly relevant 
to the problem of chrome h 5 ?pertension m general, and 
possibly by analogy to essential hypertension This is the 
growing evidence of a change m mechamsm when high 
blood-pressure passes from the acute to the chrome stage 
Thus when hypertension is caused by some speafic 
lesion—e g, phsochromocytoma, adrenal cortical tumour 
or umlateral renal disease—the pressure frequently 
remains elevated when the primary cause is removed As 
far as present evidence goes, it does not seem possible 
to distmguish this chronic residual hypertension from 
essential hypertension on clmical, physiological, or 
anatomical grounds There is some evidence also of a 
difference m mechamsm between the hypertension of 
acute and chrome nephritis and early and late experi¬ 
mental renal hypertension These observations underhne 
the importance, first, of lookmg for a similar change m 
mechamsm m the development of essential hypertension, 
and, second, of considermg the possibihty of a common 
factor m the various forms of chrome high blood-pressure 
The striking thmg is that m aU these conditions a new 
eqmhbnum appears to have been estabhshed at a high 
level of blood-pressure which is consistent with many 
years of good health This would appear to involve a 
“ resetting ” of the homceostatic mechamsms which 
normally mamtam arterial pressure at a steady level 
There is evidence of such a resetting m the case of the 
baroceptors, but, as already mentioned, the evidence 
does not suggest that this is of causal sigmficance One 
of the most clear-cut observations m this field is the 
reversibihty of chrome renal hypertension In the 
laboratory ammal, renal hypertension of long durauon is 
reversed withm a matter of hours if the rend circulation 
IS restored to normd In man a similar prompt reversal 
of chrome renal hypertension has been demonstrated 
when, in identical twms, a normal kidney has been 
grafted in a twm with chrome nephritis and the diseased 
kidneys removed Thus it is clearly estabhshed that, m 
the maintenance of chrome renal h 5 fpertension, no 
irreversible extrarenal mechamsm—structural or neuro- 
gemc—supervenes This does not of course exclude the 
partiapation of some extrarenal factor, but it does mdicate 
that m this form of chrome hypertension a metabohe 
renal disturbance almost certainly plays a pnmary 
role in resettmg the homocostatic regulation of the 
blood-pressure at a higher level In other forms of 
chrome hypertension, including essential hypertension, 
this hne of reasomng is effectively blocked by the fact 
that, at any rate until the late stages, there is no structurd 
basis for a rend mechamsm If therefore the kidney 
plays a role in the pathogenesis of essential hypertension 
It must be on the basis of a purely funenond disorder, 
or of structural changes which have not been so far 
reveded by hght microscopy This is a mam problem 
for future in\ cstigation One of the most urgent needs 
IS a further clarification of the mechamsm of renal h>’per- 
tcnsion, for, from what has been said, this may open the 
waj to an imderstandmg of other forms of chrome high 
blood-pressure 

Views on the pathogenesis of essentid hypertension 
ha\e recently been expressed, on this and other occasions, 
in which the high blood-pressure is deemed to depend on 
a %anen of influences—geneuc, nervous, emotional, 
dietary, renal, and endoenne—with the corollary that no 
cause IS hkely to be found m the great majonty 
s These “ mulnplc choice ” hyTiothcses, which 
race all the possible mechamsms of blood-pressure 


variation, fail to distmgmsh, and mdeed seem to discount 
the need to distmgmsh, these mechamsms from their 
provokmg causes The modes of producuon of blood- 
pressure elevation are undoubtedly mamfold and may 
differ in the wide variety of mdividuals who present with 
arterial hypertension But some single factor or hmited 
combmanon of speafic factors may well determme that 
one person gets “ essential hypertension ” whilst another 
does not 

Conclusion 

From these far-rangmg discussions I have attempted to 
outlme recent trends m vanous hues of research which 
seem to offer proimse for the future The Prague sym¬ 
posium made a valuable contribution by brmging together 
workers from East and West, and by providmg the fullest 
opportumties for critical discussion of their diverse views 
It brought to the fore the problems and possibihnes of 
epidemiological research on the subject, and presented 
fresh evidence and ideas on haemodynamic factors 
Perhaps of greatest importance was the large representa¬ 
tion from the basic sciences—chemistry, physics, physio¬ 
logy, and pharmacology—for from these disciplines are 
most likely to come new techmques and methods of 
mquiry 

The programme arrangements of the symposium placed the 
emphasis on discussion rather than presentation of papers, 
and this was something of an experiment on which both 
WHO and the Czechoslovak Cardiological Society are to be 
congratulated What cannot be omitted is a sincere apprecia¬ 
tion of the work and friendliness of our medical colleagues m 
Prague, whose hospitality was not only generous but very 
largely personal and spontaneous 


THE FUTURE OF GENERAL PRACTICE 

The future of general practice was considered by 
Dr Oscar Williams m a presidential address to the 
Assoaauon of Welsh Execuuve Councils at Llandudno 
on Oct 28 

Dr Wilhams remarked that it had been said that the 
general practiuoner was dead It was - certainly true 
that, except m residential suburbs and south-coast 
resorts, apphcaaons for pracuce vacancies had fallen 
almost catastrophically What was to be done ? 

The clock could not be put back no pracutioner could now, 
as he did formerly, cope with all emergencies and problems 
But the pendulum had swung too far the other way, for today 
the pracuuoner was forced to refer a high proportion of his 
pauents to a speciahst or a succession of specialists before 
iniuaung treatment, and sometimes he might lose all control 
over his pauent’s treatment 

Inevitably the status of the pracutioner (he could now hardly 
be called family doaor) had suffered—and this at a time when 
m the higher admmistrauve places opmion was moving avvav 
from mcreased mstituuonal treatment, parucularly of mental 
illness, of the v ery y oimg andvcryold, and even for midwifery 

Those who served on execuuve councils should welcome this 
rcthinkmg, and should detemune forthwith to play a more 
creauve part in buildmg a complete dorruciliarv service—an 
aim which could be achieved only m cooperauon with the 
public-health, hospital, and soaal services The general 
pracuuoner could then become more of a personal doaor, 
concerned with the soaal aspens of disease, able and willing 
to adviser the farmly on its problems, the children, the aged 
dependants, and the difliculucs when the family had to cope 
with a mentally ill member 

Unfortunately there was at present httle inccnuvc to 
this end The Roy-al Commission on the Rcmuncrauon of 
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Doctors and Dentists had not supphed the answers its 
report imphed that indifferent -work paid The essential 
minim um requirements were as follows 

The pracnnoner should have more time to devote to each 
patient, and this entailed at once cutung big hsts and lowermg 
maxima 

He should be properly housed, with all the ancillary help he 
needed 

He should work closely with his hospital and other colleagues, 
and he should m fact be mvited to pamcipate acnteh m the 
work of the hospital and of local-authonty dimes, thus a\ emng 
the frustrations of overlappmg 

He should be allowed far more practical pamapanon m the 
work of hospitals Clmical assistantships limited to six months’ 
tenure were not the answer, nor even was the provision 
wherever possible of general-pracnnoner beds A family 
doctor should be able to graduate mto the hospital semce, as 
he could formerlv 

Another difficultv, which had been only half faced, was 
the general practitioner’s security, or lack of it The 
doctor should have the nght, without fear of losing his 
panent, of advismg the panent firmlv on the course he 
should pursue, and not merely prescribe the latest tablet 
A change of doctors should not be allowed without 
adequate grounds Fmally, there should be some 
recogmnon of higher standards of work 


PENSION AND BENEFIT INCREASES 

The proposed mcreases m pensions, benefits, and con- 
tnbuuons, foreshadowed m the Queen’s speech, were 
announced by Mr John Boyd-Carpenter, Mimster of 
Pensions and National Insurance, on Nov 2 The 
mcreases, which wall cost an extra £160 milhon a 
year, wiU, subject to parliamentary approval, begm 
next April 

IPar Petmons 

The basic rate of pension for 100% war disablement will be 
raised by 125 6d a week to 91s 6d Pensions for war widows 
with children, or over forty years of age, will be mcreased bv 
10s a week to 76s , with fiirther mcreases for their children 

National Insurance Benefits 

The standard rates of retirement and widow s pensions and 
sickness and unemployment benefits wiU go up to 575 6d a 
week for smgle people and to 925 6d a week for marned 
couples, mcreases of Is 6d and 125 6d respecuvely The 
allowance for each dependent child will be mcreased by 
25 6d a week, and for a wadow s child bv 35 Maternity 
benefits, the guardians allowance, and the child’s speaal 
allowance are also bemg raised 

Industrial Injuries Betiefits 

Injury benefit, now 835 a week, will be mcreased to 91s 6d 
a week, as will the pension for 100% disablement The mdus- 
tnal wtdow’s pension of 36s a week wall go up to 645 

Contributions 

The flat-rate contributions for employees m the graduated 
scheme will stay at about their present lev el instead of bemg 
reduced from next April The flat-rate contributions for em- 
plovees contracted out of the graduated scheme, for the self- 
employed, and for the non-employed will be mcreased The 
contnbuuon from the taxpayer wiU also be mcreased 

National Assistance 

The scale rates for Nauonal Assistance will be raised by 
35 6d a week for a smgle householder and by 5s for a marned 
couple, to 335 6d and 90i respecavelv There wdl be smtable 
mcreases m the other rates, mcludmg those for dependants 


Symposium 


IMMUNOLOGY 

IN THE RHEUMATIC DISEASES 

The Empire Rheumatism Council held a symposium 
on Immunology’m the Rheumatic Diseases m London on 
Oct 28, imder the jomt chairmanship of Dr W S C 
CoPEMAN and Prof John Squire 

Dr L E Glynn (Taplow) said that immune tolerance was 
an acqmred facultv, but one which could also be lost He 
outlmed possible ways m which antigen- or antibodv-formmg 
cells might be altered wath subsequent breakdown or av oidance 
of tolerance mechamsms 

Dr AGS Hill (Stoke Mandevalle) revaewed the climcal 
evadence that rheumatoid arthritis was a disordered immune 
response, and found httle to mdicate a hypersensmvitv 
response 

Reportmg a jomt studv wath Dr I M Roitt, Dr W 
Hijmans (Leiden), and Dr E J Holborovv, Dr Deborah 
Doniach (London) described results of testmg sera from 
patients wath thvroidins, systemic lupus erythematosus 
(s L E ), and rheumatoid arthritis for the presence of antibodies 
to thyaoid antigens, antmuclear factors, anucvaoplasnuc factors, 
and rheumatoid factors About 10% of Hashimoto patients 
gave posmve antmuclear or anucyaoplasmic tests, and the 
mcidence of low-utre ann-thyToglobulm antibodies was 
mcreased m s l E patients 

Serum complement was diminished m S L e , Dr H A 
Ellis (Binmngham) found, and might be mcreased m early 
active rheumatoid disease, although it fell later, especially 
when rheumatoid-factor utres were high 

Dr R R A CooviBS (Cambndge) described the factor^— 
immunocongluonm—whni appears m the serum of rabbits 
immuni sed with bacteria specifically agglutmated wath anti¬ 
body m the presence of complement, or mdeed immumsed 
wath bacteria alone This factor, apparently an auto- 
annbody to complement, can be detected m the serum m 
manv human infections, but is increased also m rheumatoid 
arthritis 

Dr R G White (London) described the use of immuno- 
fluorescent methods to locate i-globuhn mtracellularly m the 
plasma-cell senes m the medullary assue of Ivanph-nodes, and 
m their germmal centres He drew attention to the folhcular 
hyperplasia and plasma-cell proliferation found m rheumatoid 
lymph-nodes 

The sig n ifica n ce of the rheumatoid serum factors was 
discussed by Dr J Ball (Manchester), who said that the 
rheumatoid macroglobuhn factor for rabbit globuhn could be 
detected m about 40% of adults, and m significant ntre m 
2-3% of Northern Europeans Posinve tests were found 
(apart from rheumatoid arthntis) m a significant proportion 
of cases of s l e , systemic sclerosis, digital artenus, and 
Sjogren’s syndrome About 35% of posmve tests m a 
random sample were associated with chmcaUv detectable 
disease 

Dr C L Greenbury (Stoke Mandeville) desenbed 
quanntam e experiments usmg radio-iodme to label rheumatoid 
factor or antibody, which mdicated that the amount of factor 
removable by repeated absorption from a giv en serum v aned 
accordmg to the degree of sensinsanon of the absorbmg red 
cells 

Dr B Cruikshank (Glasgow) doubted whether -globulin 
was significant m the anology of rheumatoid disease Onlv 
a minority of the plasma-cells m the inflammatorv lesions of 
rheumatoid nssue had been shown to contam either 7S or 19S 
f-globulm He had found histological changes m synovnal 
tissue m ankylosmg spondyhus essenuallv similar to those m 
rheumatoid arthnns, but associated neither with serum 
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rheumatoid factor nor tvith increased serum-Y-globulin In 
agammaglobulinTimc rheumatoid disease, too, plasma-cells 
verc virtually absent from the inflammatory lesions 

Dr J N McCormick (Stoke Mandeville) had used partially 
denatured human -globuhn labelled with fluorescem to 
detect rheumatoid factor m unfixed frozen biopsy material 
from rheumatoid arthnus The cells contammg the factor were 
mainly plasma-cells, and were most numerous m rheumatoid 
synovial tissue The globulm of the gerimnal centres, 
although abundant, appeared to contam very little rheumatoid 
factor 

Fluorescence methods of locatmg tissue antigens (usmg 
fluorescein and rhodamme conjugates) were also described by 
Dr G Scott (Stoke Mandeville) Usmg anu-glomerulus and 
antisynovial-membrane conjugates, he had defined three 
components of human connective tissue by immunohisto- 
cheimcal stainmg 

Dr W R M Alexander (Edinburgh) had found that 
synovial fluid from rheumatoid-arthritis patients injected 
intradermally m other pauents or controls, often gave rise to a 
delajed skin reaction, apparently of the Mantoux type The 
active factor, a -j-globuhn, was very unstable, and usually 
did not cause a reaction in the donor’s own skin 


Discussing his experience with antmuclear serum faaor as 
retealed by the fluorescent-annbody method. Dr D M Weir 
(Taplow) said that the factor was almost invariably present in 
SLE, but was also found m rheumatoid arthritis, discoid 
lupus, and some other related conditions, although much less 
frequently and usually m lower titre He desenbed laboratory 
mvestigations on the nature of the antigen(s) reacting with tlic 
serum factor 

Dr G J Friou (Yale) had studied antmuclear factor using 
fluorescent and radioacme labelled antihuman globulin with 
whole nuclei, and nucleoprotem, as antigens 

Dr W Hijmans (Leiden) regarded the l e cell factor as an 
antibody against nuclear material, and described quantitame 
precipitm studies between desoxyribosenuclcic acid and 
serum, and complement-fixation studies with histone He 
gave reasons for not considermg the serum factor as 
pathogemc 

Dr E J Holeorow (Taplow) considered the antigenic 
possibilities of the polysaccharides of connective tissue He 
outlmed natural and experimental methods of enhancing anu- 
genicity of polysaccharides and drew attention to the lack of 
knowledge of whether they could take part m hypersensitnity 
reactions 


Medicine and the Law 


The New Criminal Justice Bill 

This Bill deals mainly with offenders under 21 Its 
main objects are to make wider provision for the use of 
borstal trairung and of detention centres in dealmg with 
young offenders, to discontinue short sentences of im¬ 
prisonment as more detention centres become available, 
and to extend the provision of compulsory aftercare 
Changes are also proposed m the law relating to approved 
schools 

Part I remodels the custodial forms of treatment for 
yoimg offenders No new forms of treatment are pro¬ 
posed, but exisong methods, parDcularly borstal trammg 
and detennon centres, are extended to more offenders 
Imprisonment will eventually be resmeted to cases where 
no other sentence is appropriate The new scheme 
depends on the provision of more borstals and more 
detenuon centres, and will be mtroduced by stages as the 
addiuonal insututions are ready 
Borstal Trammg 

The minimum age for a sentence of borstal trammg is 
lowered from 16 to 15 and the court will be able to pass such a 
sentence whenever they think it expedient that the offender 
should be detamed for trammg for not less than six months 
But if an offender is under 17, the court, before passmg a 
borstal sentence, must deade that no other method of dealmg 
vvitli him is appropriate The maximum term of borstal trammg 
IS reduced from three y ears to tw o years and the rmnimum term 
from mne months to six months 
Impnsomrcm 

The impnsonmcnt of young offenders is restricted to 
sentences of not more than six months or long sentences of 
three years or more (except for some offenders who have 
alreadv been m prison or a borstal) Short sentences of im¬ 
prisonment arc to be abobshed by stages as more detention 
centres become available Impnsonmcnt of offenders under 17 
IS abolished, but the power of the higher courts to sentence 
children and voung persons found guilty of grave crimes to 
detenuon as the Secrctarv of State mav direct is extended At 
present, this power is confined to offences of attempted murder, 
manslaughter, or woundmg wnth micni to do gnevous bodily 


harm The Bill extends it to include any offence for which an 
adult could receive a sentence of 14 years’ imprisonment or 
more 

Detenuon Centres 

Where the court decides that a short period of traimng is 
appropriate, the offender will be committed to a detention 
centre For offenders until 17 dealt with by a magistrates’ 
court, the penod of detention wall be a standard term of three 
months The higher courts will have discretion to fix the period 
of detention vvithm a minimum of three months and a maximum 
of SIX 

Approved Schools 

The law about committal to an approved school is not 
altered, but die Bill provides that a boy or girl of not less than 
15 can be removed temporarily from an approved school on a 
jusuce’s warrant, if this is necessary to mamtam disciplme, to 
another approved school, a remand centre, or a remand home 
for up to twenty-eight days Offenders who turn out to be 
unsuitable for approved-school trammg, but are likely to 
benefit from borstal training may, with the consent of the 
Secretary of State, be brought before a magistrates’ court, 
which will have power to order their transfer to borstal 

Attendance Centres 

The minimum age at which a child may be ordered to attend 
at an attendance centre is reduced from 12 years to 10 

Fines 

New and, in general, higher limits are set to the fines that 
magistrates’ couns may impose m respect of offences committed 
by children and young persons, and the obligauon on a Patent 
to pay damages of costs awarded against his child is extended 
to the payment of compensauon for loss Enforcement of fines 
will be by committal to a detenuon centre or a remand home 
for offenders under 17 
Compulsory Aftercare 

This IS usually undertaken by probauon officers It is 
extended for the first ume to all offenders who are released from 
a detenuon ccnu-c (unless they were sent there for a ocf^tl 
and to some categories of people released from J« 

extension of compulsory aftercare to cx-pnsoners will be intr^ 
duced by stages When it is completed it will include ai 
sentences offour y ears or more whatev cr the age of the 0““““ > 
aU sentences of six months or more where the offender wa 
under 26 at the start of the sentence, and all sentences of six 
months or more when the person has previously had a prison 
sentence of three months or more or a borstal sentence 
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In England Now 


Rurmrg Ccmn-cntary by Penpatcnc Correspcmdents 

Once again the Director-General’s Eserase—this rear 
named Wlute Swan—gave us a programme packed with 
mterest, a shoji-wmdow of ideas for the future. Some will be 
discarded, but others will bear frmt 1 asked three vers semor 
officers what was the biggest problem facmg the Army Medical 
Services today One said the acquisiuon of broader professional 
experience. Another said the recruitment of other ranks (and 
gave me an entertaining lecturette on how to do it) The third 
said transport, transport, and transport agam If vou can 
transport the sick and wounded, quicklv and shocklesclv, over 
long distances to the medical centres, vou can economise in 
medical manpower and equipment—and that appeals both to 
the operauonal commander, who wants to slim his administra¬ 
tive tail, and to the manpower planner, faced with a return to 
voluntarv service after twentv vears of conscription Trans¬ 
port todav and tomorrow means air transport (the dav after 
tomorrow it mav mean hovercraft or rockets) and the D G 
dulv showed ps long-range aircraft, the rotodvne, hehcopters— 
the lot. A French general told us about the enormous use made 
of hehcopters by the French armv m Algeria The sis-vear-old 
Algerian war h^ given the French more experience than anv 
other nation of air evacuation, hut he mdicated that the Frendi 
Armv did not want to go on accumulating this experience. 

We also saw the latest tvpes of civil ambulance cars, some 
with bodies completelv constructed of plasnc reinforced with 
glass-fibre, which is strong, hght, rusdess, and never needs 
pamnng Yet with road congestion gettmg wor'e everv dav, 
will not the local health authorities have to ms est m hehcopters ’ 
Let the R.A.hLC. show the way At the Cambndge Hospital 
they could establish an accident centre, equipped with heh- 
copters and aenal cameras, to serve the whole of the Aldershot 
district. The casualtv department would be staffed with 
surgeons of the requisite espetience, a hehcopter-ambulance 
could be at the scene of an accident m a matter of mmutes 
(even on bank hohdavs), and every acadent could be photo¬ 
graphed from the air What a contribution such a unit could 
make to research mto the causation, prevention, and treatment 
of road accidents* 

An excellent currv—made with dehvdrated mgredients and 
served m a hangar—^revived our spints after the cold of the 
airfield. We saw the impressive efforts which are bemg made to 
modernise and improve mihtarv medical equipment The 
Plastic Age is dawnmg, and the reductions m total weight and 
bulk are nothmg short of dramatic The new hghtweight 
medical p anni ers were demonstrated bv an extremely smar t 
Nigerian private who has won the Duke of Edmburgh’s gold 
award 

I am not yet convmced of the value of the umversal con- 
tamer—a h^tweight room that can be earned by air and 
deposited on anv litde flat piece of ground We saw it bemg 
used as an operatmg-theatre, as a pathologv laboratory, as an 
advanced medical store, as a heatstroke centre, and as the 
examination and treatment room for a 10-bed medical reception 
stanon Perhaps it was the si^t of ten “ patients ” Ivmg m 
bed m the pounng ram (were there not enough canvas roofs 
to go round 5) that made me feel that further experiment m 
the design of tentage and supports is what is reallv needed. 
The School of Health gave us an admirably straightforward 
demonstrauon of ten basic health routmes for the soldier, after 
which there was a bit of a barney about urme tests for paludrme. 

The Exercise gets more like an mtemanonal congress every 
vear None of the American officers would harard a guess 
on the result of the Presidcnnal election Emment officers 
from the Indian subcontment spoke to me gloomily about 
the c h a ng ed status of their 2000-ve3r-old Magmot lane of the 
Himalavas A Canadian officer told me that the mtegranon of 
the Canadian Forces medical branches (which so bewitched our 
pohucal mentors m the Select Committee on Estimates) had 
scarcely (hanged anvthmg Just at present, mtegranon seems 


to be more urgently needed m certam pohncal artdes than 
anvwhere else. At the Exercise supper a well-known authority 
on malaria prevention presided with pamarchal dignity over 
a table of prettv nursmg officers, and somebodv round the 
piano sang “ I’m Dreammg of a White Swansong ” 

• • • 

I am, I confess, a secuet thinker, and one day m the rush- 
hour I caught mvself at it again. Suppose a Neptunian 
saennst (people on Neptune are verv large) knowing nothing 
about life on Earth were to hover over some of our greater 
canes, studvmg the traffic. He would nonce that the muln- 
coloured shining pamcles which moved m certam natural 
channels appeared to obey certam laws These laws, it is true, 
wrould not alwavs be ngidlv followed, thev would be approx¬ 
imate, stansneal, stochasne laws, similar to those of chemical 
kmencs and thermodyn ami cs m our own saennfic culture. 
He would ob'ene, for example, that when a space appeared 
among a stream of pamcles, one of them would mevitably 
sooner or later move mto the gap, so that the place left b ehin d 
It could m turn be filled bv another pamcle and so on, ginng 
the overall effect of a sluggish wave-like forward monon. He 
might well postulate some kmd of force, tendmg to move the 
pamcles bv mutual pressure mto regions of low populanon 
density “ Nature ”, he might aphonsncallv say to himself, 
“abhors a vacuum.” Or he might nonce that when the 
populanon-densitv was high, the noise-level also tended to be 
high, or there might be a rdanon between the average rate of 
the forward wave-monon and the density, or between the 
noise-level and the mean distance travelled without colhsion. 
In short, our Neptuman rmght soon build up a set of traffic 
laws akm to the gas laws of physics 

At this pomt m my meditanons I stopped mv forward wave- 
monon with something of a jolt, causmg a transient sharp nse 
m the local noise-levek If a Neptuman were to look on us 
like that, would he be domg anything fundamentaUv different 
from what we do when we study the molecules of a gas ’ And 
would It ever occur to him that each one of those cunous shmy 
pamcles, with their semi-random, semi-determmaie monons, 
might contam a hvmg, sennent, meditanve bemg such as 
mvself’ Well, then, how about the gas molecules’ Who 
might there not be inside them, I asked mvself And, do you 
know, the thought has bothered me smee After all, how 
do we know that an atom doesn’t think of itself as jiE ’ It’s 
nme somebodv looked mto the matter, m my opmion, because 
if we go on treatmg the atoms the wav we do now, some day 
there’ll be trouble. 

• • • 

We had a rotten trip back fom the States Even the official 
log of the Maicretana described the cnnchtions as “ strong 
NTv gale, very rough sea, verv heavy N’lv swell ” After long 
deferment of hope m successive arrivals at Cobh and Le Havre, 
we reached Southampton I telephoned my wife and arranged 
for her to meet me m Newcastle at 7 A.M The boat tram took 
me to London, where I boarded the sleeper at Kmg’s Cross 

I woke up at 6 aJiL, and reflected that this was the nmth day 
smee leavmg New York, but that I would be home m an hour 
The attendant brought tea I remarked that it seemed very 
(juiet outside. “ Yes, Sir,” he said, “ I’m afraid we re still m 
Northallerton, and we’re an hour b ehin d time. I’m just 
gomg to find out what’s the matter ” He was back m a few 
mmutes to say " It seems. Sir, that the fire went out. They’re 
busy trymg to get it gomg agam.” 

Not even the nch new explenves that I had learnt m 
America were of any use to me I was speechless 
• • • 

Our quiet, shv, third-year medical student disappeared 
behmd the screens to examin e a middle-aged blonde panent 
All was well for a few mmutes as his examination proceeded, 
but suddenly the qmet of the ward was shattered by scream 
upon scream and the words “ I wouldn’t even let my husband 
do that.” The student emerged bl ushin g furiously to exp lain to 
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Sister, who advanced in a menacing way, that he had only been 
ehciting the patient’s plantar responses 


Letters to the Editor 


• • • 

A long tune ago I made the nustake of leamuig how to use 
a desk calculating machine It was useful to me at the time, 
because I do not like doing sums apd it was much mcer to 
have a thuig like a typewriter to do them for me But it got 
me a reputauon which did me no good at all, and I became 
known as the department’s statistician (unpaid and qmte extra 
to my proper jobs) and general calculator-man I have never 
been strongnunded enough either to repudiate the status or to 
ulfeist on people learning to do sums for themselves Now, to 
put the seal on my position, I have been sent on a computer 
course because “ it might be useful if you get the know-how ” 

I must say the computer peoflle were very nice and friendly 
to us (I could be friendly too, if someone wanted to learn 
from me how to use my little desk machine mstead of wanung 
It done for him ) Their machme was friendly too, a bit dour 
the first time we called on him, but then he was said to have 
a pain m his inside, and an appreciable smell of beer m his 
neighbourhood suggested that he knew how to look after 
himself when out of sorts Later he was in splendid form, 
invertmg a large matrix and playing a happy tune on his 
hooter to announce progress after each thousandth sum or 
so —1 e , a brisk toodleoodleoo, with a thousand to each 
" 000 ” Our job. It appeared, was to learn a language which 
he could imderstand well enough to translate mto his own 
dialect, and presently we were wntmg 

A = 2 
B = 2 
A = AB 
PRINT (A) 

which seemed a funny way of puttmg 2x2 and downright 
wrong algebra But presently we grasped bits of it, and were 
happily composing letters to the supermachine and even 
typing them ourselves on the teleprinter which makes the 
only kind of signs he is really interested in reading 
B> the end of the course the real mathematicians had 
become obvious, while some amateurs had fallen by the way- 
side altogether This was not quite my fate, but I did get a 
bit mixed up about what was computer-work and what was 
not I wandered into the unit’s common room and was 
mterested to find The T\tnes With the crossword only half done 
The supermachine couldn’t have been too slow to finish, it 
was nice to think that in some ways he might have been too 
stupid But then computers are apt to have a streak of 
stupidity look at me still domg the department’s sums for 
them I never thought that this course would show me that 
what I have most m common with supcrmachmcs iS a willmg 
nature 

• • « 

Aunt Pash milSt be one of m> oldest patients She is said 
to be 93, has one eye, and a colostobiy She lost her eje in 
“ one of they girlish pranks ” I am not sure what she means 
by that, but knowing Aunt Pash, I fear the worst I usually 
Msit her hut on the beach when 1 am in that part of the district, 
but three times lately it has been empty, and neighbours told 
me that Pash was visiting However, the last time I was up the 
Bay, she was home agam, and hbr hut was, aS ever, chaotic 
with spinning and quilung This time there were rto tales of 
her girlhood—the more lurid of which always ended with 
' Ah, my dear, the tales I could tell’ec, the talcs I could 
tell ee ” No, she had been out galluanung, and mightily she 
had enjoved herself A distant cousin had moved house, and 
she had gone to help Now it may not be remarkable for an 
clderlv lady toholdvcrv small pieces of china at a housemoving, 
but in Newfoundland houscmoving litctally means housc- 
movmg Tile house is taken from its foundation, hauled down 
to the edge of the water, floated on to a raft, and towed to its 
new site Once there it is dragged out and hauled into position 
It IS a backbreaking job, and all hands are needed on the lines 
This IS what Aunt Pash had been domg on her holiday Later 
I was told tliat she had worked as hard as anvonc and cussed 
better than most I don t doubt it at all 


FUTURE ORGANISATION OF PATHOLOGISTS 

Sir, —Since with the approach of voting-day for patho¬ 
logists, past-presidents of the Associauon of Chmcal 
Pathologists have written to press the advantages of the 
recent '* offer ” of the Royal College of Physicians, I write 
to point to one important fact and event in the history of 
the Associauon that has been omitted from recent 
discussion and documents 

The Associauon of Chmcal Pathologists became 
incorporated on Feb 12, 1956 This was the culmination 
of the labours of a devoted secretary and had been 
pursued with enthusiasm by presidents, officers, and 
council, and the members and all knew that this was the 
imual stage in the formauon of a new and independent 
college 

What IS It, therefore, that has caused presidents, 
officers, and coilncil now so eagerly to favour “ the present 
generous and uneqmvocal terms ” of the recent offer 
of the Royal College of Physicians ? 

That a diploma of membership of a division or faculty 
of a Royal college would be an almost immediate result 
of acceptance of the offer is certain, and this would 
meet one of the needs of pathologists without any great 
effort—^merely thb subsenpuon of foundauon member¬ 
ship, or examination and membership fees But the 
status that this diplorha might confer would be some¬ 
what reduced by the inferiority attachmg to a division 
or faculty (That a faculty is regarded as mferior is 
witnessed by the current action of a most ancient medical 
faculty that seeks by legislation to alter its title to Royal 
College of Physicians and Surgeons of Glasgow) Surely, 
the seniors in the Associauon are not imaware of this 
implication of inferiority which is not disgtused by the 
use of the term division Why is it therefore that they 
advise a “ short-cut ” when the Association has progressed 
to incorporation unaided ? Ev'eryone knows that a new and 
independent college may require a few years to have its 
diploma of membership recognised, everyone knows that 
a new college is not founded and nurtured without great 
effort and equally great sacrifice Those who earnestly 
and sincerely consider that an independent college should 
be the heritage of our registrars, and in turn their registrars, 
would work willingly and make sacrifices Is it that in the 
remaining years of their working lifetime the seniors 
would rather they held high office and examinership m a 
subsidiary faculty (of which they arc fellows through being 
fellows of the parent college) than be concerned with 
great efforts the fruits of which would be enjoyed by 
posterity and not by themselves ^ Or, to put it at a higher 
level, IS It that the senior pathologists who arc fellows of 
the Royal College of Physiaans arc using their influence 
to secure to this college, at the umc of rebuilding, and for 
a long ume, revenue from the pathologists that in the 
first instance might amount to around £25,000 ’ 


London, N 18 


J F Heggie 


Sir, —Dr Joan Taylor and Professor Pulvcftaft arc two 
of my oldest friends, but I am bound to tell them that most 
of their letter of Nov 5 is rubbish 

Professor Pulvertaft has had much cxpenencc in the 
appointment of pathologists Has he ever found the 
absence of a specific higher qualification a handicap > And 
if so, how often 5 (In this debate a few quantitative state¬ 
ments wall be refreshing) He makes appointments, as 
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everyone else does, on the confidential advice of his 
colleagues and on his own judgment If he has made an 
occasional mistake I have httle doubt that it has been 
when the fluttermgs of his warm heart have silenced the 
warnmgs of his cool head In our hfetime it has been 
characteristic of pathology—more, I think, than of any 
other branch of medicme—that it has drawn its adepts 
from a wide variety of sources the prechmcal sciences, 
pubhc health, and general practice have aU contributed 
colleagues whom we respect There have been those 
pathologists who combmed the humblest medical quahfi- 
cations with fellowship of the Royal Society It is one of 
the weaknesses of the N H S that it is more difficult than 
It was to change from one speciahsed branch to another 
To add any degree or diploma which makes the entry mto 
pathology more difficult or more rigid can only impoverish 
the saence 

“ Academic centre ” is, I suppose, lookmg-glass 
language for a college or faculty The adjective is an 
unusual one to apply to any existmg body of this kmd 
except, perhaps, the Royal College of Surgeons As for 
“ a body to speak for pathologists ”, thmgs have come to 
a pretty pass if Dr Taylor and Professor Pulvertaft are 
no longer able to speak for themselves To whom is this 
body to speak and about what '> And who on earth would 
be able to speak for such a disorderly mob of mdividuahsts 
as we are ^ 

In all this mterminable debate the talk has always been 
of exammauons and diplomas but seldom of trauung Is 
it not time that we abandoned this babu attitude ’ The 
Doctor and the Professor and I all learned pathology m 
the bad old way, picking up knowledge and expenence as 
we could, piecemeal and without a plan The example of 
the course for the diploma m baaenology has shown that 
a more systematic trauung is not only possible but desir¬ 
able I see no reason why the same methods should not 
be apphed to other branches of pathology if some umversity 
will give them a trial 

Hoccombe, Somerset J A BOYCOTT 

Sir, —For Dr Joan Taylor and Professor Pulvertaft 
I have the greatest adrrurauon and respect, but their idea 
of an acadenuc centre for pathology m London seems 
completely out of touch with the ideas of those of us who 
work some distance from London 

The higher qualification and the body to speak for 
pathologists can be achieved at a very small cost Dr 
O’Gorman (Nov 5) is rightly daunted by the cost of a 
bmldmg, but what pathologist outside London is gomg to 
use such a buildmg ? 

For meetmgs, the Pathological Society and the Associa¬ 
tion of Chnical Pathologists have been able to enjoy the 
hospitahty of numerous bodies all over the country The 
College of Pathologists could do likewise 

Why should not the College of Pathologists start m 
a small way hke the Royal College of Obstetricians and 
Gynsecologists ’ 

As for withdrawmg, as Dr O’Gorman suggests once 
we are m the Royal College of Physicians it will be 
impossible to withdraw from that body without its per¬ 
mission The constitution of that body is authoritarian, 
and It would be unreasonable to expect permission to 
withdraw to be granted, as G G unphesCNov 5,p 1025) 

No, Sir' The only soluuon appears to be the logical 
conclusion of Peter Davey’s argument He says that the 
physiaans are notable Greek scholars They therefore 
know that a pathologist is a man who studies disease 


Their work is therefore pathology, not physic, which is 
the study of Nature 

Let them show their greatness by changmg their name 
to the Royal College of Pathologists We will then jom m 
with them, so possibly wiU the other Royal Colleges' 
(Or am I optimistic^) We shall then have a body able 
to speak for the whole of Medicme 

The alternative more likely to be acceptable is for the 
pathologists to have their own College, and for all the 
medical colleges, facultie's, associations, and societies to 
join together to form an Academy of Medicme for that 
purpose 

Mumbles, Swansea ^ ^ ^ WALTON 

Sir, —^As an ordmary pathologist of a very peripheral 
hospital, may 1 support the plea of Dr Joan Taylor and 
Professor Pulvertaft for a vote in favour of the division of 
pathology withm the Royal College of Physiaans I 
started tlus year firmly in favour of an mdependent college 
and, because of the accident that it was my turn to be 
branch president, found myself defendmg this view on 
behalf of the North of England branch at a special meetmg 
of the council of the Association of Chmcal Pathologists 
held m February Because of this I subsequently had 
qmte a long exchange of views with vanous members of 
the council, and have smce become convmced that a 
division within the Royal College of Physiaans will meet 
our needs 

In the Widdicombe File, G G discusses the various 
obstacles m the way of an mdependent college and shows 
how they imght be overcome, but he does not mention 
the greatest obstacle of all Tlus is that the great majority 
of the leaders of our specialty do not favour the estabhsh- 
ment of an mdependent college at the present time, but, 
m all smcerity, prefer the R C P solution It seems to 
me that it is possible and nght for the mam body pohnc 
of the Association of Clmical Pathologists to stop—^if it so 
wishes—^its leaders from gomg a certam way, but more 
than this is not possible The real issue m the forthcoimng 
poll therefore is not between the R C P and an indepen¬ 
dent college but between the R C P and nothmg at aU for 
many years to come With the Royal Commission 
fimshed, the next ten years may be all-important in 
shapmg the future pattern of British medicme, and it will 
be bad for both medicme and ourselves if durmg this time 
we alone among the major speaalties have no official 
orgamsation 

Northallerton 1^ COLEMAN 

Sir, —Discussions on the future of chmcal pathology 
have assumed that it has a future in the form we know 
today The supporters of a College of Chmcal Patholo¬ 
gists ought to discuss this assumption and have not done 
so, association with the Royal College of Physicians 
mvolves considerably less mortgage of the future 

We are not endowed with the gift of prophecy Twenty-five 
years ago few would have envisaged the position that chmcal 
pathology enjoys today To assume that the present pattern 
will exist unchanged m 1985 is to make an improbable assump¬ 
tion Two branches (htematology and chemical pathology) are 
growmg rapidly and show signs of passmg out of the ken lioth 
of the general physician and of the chmcal pathologist 
Hematology is already well on the way to becommg a sub- 
specialty of mteraal medicme More slowly, chenucal path¬ 
ology IS gomg the same svay, the advent of automation, lessemng 
as It must preoccupation with techmque, will accentuate this 
trend Of the other branches of chmcal pathology, hospital 
oacteriology is bemg divided more and more between the 
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specialists in hygiene and therapeutics Remains pathology 
proper, the practiuoners of which have always had a well- 
defined subject which does not take them to the bedside nor 
make them primarily technicians, it is probably the branch of 
pathology destmed to change the least It seems at least 
unlikely that most of the subject-matters of climcal pathology 
tvill remam m the hands of a group called clinical pathologists 
and a College of Clinical Pathologists, if established, could 
become another South Sea House and an obstacle to progress 

For reasons set out by Dr Joan Taylor and Professor 
Pulvertaft present acDon is needed such acDon should 
leave the future uncommitted as far as possible Associa¬ 
tion with the Royal College of Physicians is the only 
logical course 

Sheffield Arthur Jordan 

*#* A letter from the Widdicombe File appears on 
p 1094— Ed L 


USE OF BRL 1241 

Sir, —Dr Novick’s letter (Oct 29) covers well-trodden 
ground and adds httle except speculation to what we 
already know By now several thousand strains of 
Staphylococcus pyogenes have been tested, and so far no 
“ celbemnase ’’-produemg orgamsms have been found 
This suggests that they are rare if they exist at all, and are 
considerably rarer than pemcilhnase-producers were at 
the time of the introduction of pemcilhn On the other 
hand we are all agreed that bacteria often yield mutants 
which bypass the injurious effects of a chemical agent in 
some way other than destroying the drug This is an 
alternative and more common method of developing 
resistance to an anabiotic In the case of pemcilhn such 
mutants can readily be obtained by selection m the 
laboratory, but have not been shown to be the cause of 
lesions in man Thus of the two kmds of resistance to 
pemcilhn only the one based on the destruction of the 
drug by an enz3Tne is chmcally important Smee 
‘ Celbemn ’ is a derivative of pemalhn having in all 
probabihty essenually the same mode of action it would 
be reasonable to expect that resistant mutants (non- 
“ celbemnase ”) might also lack pathogenicity, even 
though retaimng coagulase and other characters How¬ 
ever, whether this expectauon is unfounded, and strains 
do exist which retam sufficient virulence to be of climcal 
importance and m addition are endowed with suffiaent 
commumcabihty to occupy the biological space in 
hospitals, can be determined only by carefully controlled 
climcal observations 

The demonstrauon of celbemn-resistant staphylococcal 
mutants was probable on general grounds and would be 
expected to follow the pattern of multiple steps of muta¬ 
tion seen wath pemalhn, each step resultmg in greater 
resistance As the serum levels obtamablc with celbenm 
at present are more restricted than tvith pemalhn, it is 
concatablc that first or second step mutants could 
acquire suffiaent resistance in vivo to escape therapeutic 
acuon, and yet retam pathogematy With spraymg, 
however, this is less hkely to occur since much higher 
concentrauons can be achieved locally and the mutants 
succumb to the higher doses of the drug Resistant 
mutants arc not man-made, only selcacd, and on spccula- 
tivc ground at any rate arc more hkely to result from 
therapeutic use than from spraying 

Dr Novick says that “ it is conceivable that the 
method might be used indefimtcly without unfominatc 
consequences, and it could be argued that the risk involved 
IS acceptable m view of the advantages This nsk must. 


however, be assessed in the hght of the history of the 
fight against the staphylococcus ” We submit that this 
IS precisely what we did—beanng in mind the funda¬ 
mental clinical problem of pemcilhn resistance 

It must be admitted that a complete victory along these 
hnes IS perhaps not in sight, but that should not make one 
jetuson a hne of research on theoretical grounds The 
spraying of carbohe by Lister did not altogether banish 
hospital gangrene, but while it was in use undoubtedly 
saved a great number of hves We believe that the 
discovery of celbemn by the Beecham group was a mile¬ 
stone in the history of antimicrobial agents and will 
certainly lead to new and powerful drugs in the future 
In the meantime expenments with spraying should 
continue until their value is proved or their risk demon¬ 
strated on a factual basis 


BoctenoJogy Department, 
St George s Hospital 
Medical School, 
London, S W 1 


S D Elek 
P C Fleming 


PROGNOSIS AND ANTICOAGULANT PROPHYLAXIS 
AFTER CORONARY OCCLUSION 
Sir,—I n their very valuable arucle of Nov 5 Professor 
McMichael and Dr Parry suggest that the unusually good 
5-year survival-rate of doctors after cardiac infarcuon is 
because “ no doubt they can take greater care of them¬ 
selves and avoid undue physical strain ” It is surprising 
that the authors, who are so rightly criucal of loose 
thinking and impreasion in others, should make such a 
dubious statement What does “ taking care of them¬ 
selves ” mean ’ And what evidence is there that ‘‘ avoid¬ 
ing undue physical strain ” prevents further infarcts ? 

I submit that a more plausible explanation of the 
apparent good prognosis m doctors is that their minor 
cardiac infarcts are more often diagnosed than are the 
minor infaras of the laity, the symptoms of which are 
apt to be attributed to “ mdigestion ” 

Farnham, Surrey JOHN W TODD 


POSTPARTUM PRE-ECLAMPSIA 
Sir, —I have read Fhght-Lieutenant McFadyen’s 
article of Nov 5 and should hke to make the following 
comments 

I have already shown that the contracting postpartum 
uterus provokes renal ischmmia (which incidentally ergo- 
metrmc might heighten, and this is evident m all the cases 
reported), that renal ischicmia is responsible for hypertension, 
cedema, and albummuria, that hydrammos is an agent provo¬ 
cateur of renal ischaunia (mam case), that prc-eclampsia is to 
be suspertcd witli even miminal signs of the syndrome (mam 
case), that there are many condjuons that post partum can 
masquerade as pre-cclampsia (case 2 cenamly bemg one m 
pomt) In fan his case-histories, if mterpreted m the hght of 
the ^ta I have provided, amply support the thesis that the 
uterus resisung tension, which it does post partum also, 
provokes the utcrorenal reflex from which the signs of toxarmia 
can all stem 

Further I have coUened sufficient evidence ‘ ‘ to show that 
the symptomatology of toxaimia is not comparable to Cushing s 
syndrome, that as toxxmia mounts so do the corucoids declme, 
that coracotrophin (acth) when given experimentally m 
human pregnancy docs not provoke the syndrome, that 
eclampsia docs occur when the adrenals have ^cn previously 
exurpated, and that the placental producuon of corucoids is 
very small in contrast to that of the adrenals 

May I also draw attenuon to two ve ry important data? 

1 Sophian J Toxrcmia of Prefrnancy London 1953 

2 Sophian, J Exerrpta Mtd 1958 lec x, 2 no 1 

3 Sophian J Lanctx I960 j 1351 

4 Sophian J Amer J Ohsttt ^nec 1959 78 6^8 

5 Sophian J Lcnett 1958, i 434 

6 Sophian J Amrr J Qhtttt Gynee 1954 C8,733 
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Garrod' found that there was an immediate mcrease m 
glomerular filtration-rate (g f r ) provoked by comsone 
experimentally, while there is mcontrovertible evidence to show 
that G F R IS much decreased m toxsima * 

It would profit obstetricians to study the renal problem 
deeply To this end may I congratulate you on your enterprise 
m pubhshmg an account (Sept 17) of the 1st International 
Congress of Nephrology at Evian, excellently compiled by 
Professor de Wardener 

Worthing, Sussex JOHN SOPHIAN 


CHEMOTHERAPY IN CHRONIC BRONCHITIS 


Sir, —The paper by Dr Pndie and his colleagues 
(Oct 1) and the letter by Dr Aspin and Dr Howells 
(Oct 15) regardmg long-term treatment of chrome 
bronchitis with antibiotics contam findings somewhat at 
variance with our own The minimum recommended 
dose of tetracychne or oxytetracychne for the contmuous 
treatment of chrome bronchitis is 0 5 g daily, but we 
found 1 g per day to be the mimmum satisfactory dose 
A smaller dose is m our view unlikely to be effective 
m the treatment of the majonty of estabhshed cases of 
chrome bronchitis It does not seem to be a fair test of the 
efficacy of therapy to use a smaller and relatively meffective 
dose With a dose of 1 g daily we have shown that the 
side-effects are much less significant to the patients than 
the mcapacity which results from acute exacerbauons 


of the disease m untreated cases 
Further, the fullest bactenological informauon can be 
obtamed only by examimng serial specimens of sputum 
freshly obtamed from the patient We have shown that 
the correlation of the findings obtamed from a smgle 
isolated specimen of sputum with the chmcal state of the 
patients is poor The mere isolation of orgamsms not 
normally found m the respiratory tract, notably the coh- 
form group, had httle or no assoaation with the chmcal 
state of the patients, none of whom was treated m hospital 

Departments of Infectiotis Diseases J McC Murdoch 

and Bactenology t c rinirr n 

City Hospital, Edinburgh J ^ tjOULD 


Sir, —I note the letter by Dr Aspm and Dr Howells 
with particular mterest because I have recently been 
associated with a chmcal trial m chrome bronchitis 
to assess the value of vaceme therapy m contrast to 
the normal procedures of chemotherapy and antibiotic 
treatment 


Durmg this trial samples of sputum from some 50 patients 

were exammed and 
we were particularly 
struck by the sup¬ 
pression of the nor¬ 
mal flora withsumu- 
lation of growth of 
coliforms in vitro, 
usmg anabiotic-disc 
techmque (see fig ) 
This has led us to 
beUeve, as your cor¬ 
respondents sug¬ 
gest, that m treating 
chrome bronchitis 
interrmttently with 
antibiotics the sup¬ 
pression of the usual 
flora may lead to 
consequent in¬ 
creased growth of 
the coliform 
orgamsm 

7 Gairod O , Davies, S H , Cahdl, G J J dm Irweit 1955, 34, 761 



Stimulation of growth of KtcbsicUa pneu- 
momcE by antibiotics in sputum-culture 
from case of chronic bronchitis 


We have therefore persisted m out researches to determme 
what help vaceme therapy could give 
We have been usmg a polyvalent oral vaceme for this pur¬ 
pose, and have had a great deal of assistance from general- 
practitioner colleagues m this project Should any of jour 
readers be interested in helpmg us undertake a larger scale 
trial we should be grateful to hear from them and supply them 
with the necessary vaceme 

WinSS^sdncy R E DeREK LEIGH 


SURGICAL REMOVAL OF BRANCHIAL SINUS 

Sir,—I should hke to congratulate Mr Allan Small on 
his article of Oct 22 Whether the condition is fistula or 
smus IS still a debatable pomt, but at The Hospital for 
Sick Children, Great Ormond Street, there have been 
many true fistulse 

This has been proved by the mjection of dye into the 
track and its detection m the phaiynx even before 
operation 

The only pomt m the article that causes some concern 
IS that related to thjroglossal cysts and their tracks I 
presume that Mr Small imphes that the more difficult 
part of the dissection mcludes the excision of part of the 
hyoid bone and the very careful removal of the proximal 
part of the track as far as the foramen caecum 

If this pomt IS not strongly stressed I am sure that the 
recurrence-rate m this condition will increase and lead 
to many more difficult secondary operations 

The Hospit^ for Sick Children, o t 

London, WCl S J COHEN 


SIGNIFICANCE AND CLASSIFICATION 
OF FAT-EMBOLISM 

Sir,—I n his important paper of Oct 15 Dr Sevitt 
concludes that pulmonary fat-embohsm produces no 
significant ill-effects m previously healthy subjects, and 
that It does not cause death even m those suffering from 
shock or blood-loss The vahdity or otherwise of this 
conclusion is of great practical importance, for it must 
influence the rationale of treatment If pulmonary fat- 
embohsm IS harmless then the thmg to be avoided at all 
cost is systemic spread of the emboh, for there is general 
agreement that systemic fat-embohsm is potentially a very 
serious condition Acting on this behef, some German 
workers have practised a prophylactic regime whose 
object IS the mamtenance of “ controlled hypotension ”, 
m order to reduce the risk of pulmonary fat-emboh being 
forced through mto the systenuc circulation 
I am less certam than Dr Sevitt that pulmonary fat-embolism 
IS innocuous when very severe or when associated with shock or 
haemorrhage The absence of a characteristic chmcal symptom- 
complex does not necessarily mean that the condition is free 
from chmcal manifestations of any sort It must be conceded 
that mtravenous mjection of fat m animals may produce severe 
effects and even death, although the lethal dose may be con¬ 
sidered high there is a considerable species difference m 
tolerance—the dog, for example, is much more tolerant than 
the rabbit * ®—and results should not be apphed uncritically to 
man Furthermore, there is abundant evidence that processes 
such as bleedmg or the mducuon of tourmquet shock much 
reduce the tolerance of animals to mtravenously mjected fat 
The contrary findmg of Armm and Grant * stands alone and 

1 Fuiar, W , Kraft, E Arch kUn Chir 1954 278, 548 

2 Fuiar W Kraft, E Mediztmtche 1956 35 1197 

3 Kronkc, E Arch him Chir 1956, 283 466 

4 Harman J W Ragaz P J Amcr J Path 1950 26 551 

5 Halasz N A , Marasco J P Surgery 1957, 41, 921 

6 Gold, E Loffler, E Z get exp Med 1923 38, 153 

7 Moser H Wurtug, P Arch him Chtr 1954, 278, 72 

8 Whitelev, H W y Path Bact 1954 67, 521 

9 Annin J , Grant, R T CIm Set 1951, 10 441 
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may be annbutable ter the very small dosage which they 
employed 

Degrees of pulmonary fat-embohsm much more severe than 
that defined by Arimn and Grant as “ gross ” are not uncom¬ 
mon m man Certainly these are the cases m which fat- 
emboh are most likely to spread systemically, but it is also in 
such cases that changes due to pulmonary embohsation are 
liable to be erroneously ascribed to the effects of systemic 
mvolvement Although the pathological changes m the lungs— 
oedema, congestion, and hemorrhage—are not m any way 
specific this does not exclude a causal relationship, and m any 
event the effects of pulmonary fat-embohsm may be circulatory 
as well as respiratory” In my experience a predominandy 
mtra-artenolar and mtra-artenal distribuuon of fat emboh m the 
lungs IS often associated with a short survival time and an 
absence of systemic embohsation Any system of gradmg the 
seventy of embohsation should take cogmsance of the size and 
situation of the emboh as well as of their numbers 


While the arrest of fat emboh m the pulmonary vascu¬ 
lature undoubtedly protects the systemic circulanon it can 
hardly be regarded as other than a pathological event, 
I subrmt that pulmonary fat-embohsm should not be 
entirely discounted as a cause of illness and even death 


University Department of Pathology 
Western Infirmary, 

Glasgow 


A J Watson 


TRIGEMINAL NEURALGIA 
Sir, —Professor Dechaume has very kmdly sent me 
two papers m which he ates the temporomandibular 
jomt as a potential source of true tngermnal neuralgia I 
was unaware of these papers when I wrote my letter of 
Oct 1, and I apologise for that omission Professor 
Dechaume suggests a method of treatment which is new 
to me—namely, that the sympatheuc enervation of the 
jomt is an effective means of brealong mto the viaous 
circle of effect aggravating cause 
Colchester MICHAEL FROST 


NICOTINIC ACID IN ISCHIEMIC DISEASE 


Sir, —Dr Archibald’s criticism (Oct 8) of bus-drivers 
resuimng their occupations after a coronary thrombosis 
IS very pertinent, and it was only after very careful con¬ 
sideration that these drivers were allowed to go back to 
work Dr Archibald m effect poses the quesDon “ Should 
all patients who have had a coronary thrombosis be 
forbidden for that reason to drive a car With the usual 
treatment, I should be mclined to say “ yes ”, but I would 
stress that there is a basic difference with the treatment 
desenbed in my article of Sept 24 

It IS mteresnng that Hunter ” has described results after 
nicotimc-aad therapj comparable with ray own, except that 
lus dosage is smaller, and he concludes that the improvement 
in angina is maintained so long as treatment is conanued, and 
that angina graduall} returns when treatment is stopped This 
is in accord with my experience o\er the fifteen jears 1 have 
used this treatment, both after infarcuon and m angina, and 
It IS for tlus reason that I came to the considered conclusion 
that isch'cmic disease is probabl} a deficicncj disease mainly of 
mcotimc acid, possiblj also of pjTidoxme (which forms a 
cocnzjTnc mediating transaminase reactions and which is 
probablj imohcd m the enzyme, glutamic-oxaloacetic trans- 
ammasc) According to this concept, mcounic aad is a phjsio- 
logical corrcctn e of ischarmic disease 

The first panent cited, who is an msurance agent, tells me 
he makes more than 100 calls a das in his car, and he has done 


10 Watson A J Fat embolism Thesis Um\cr$ii> of Aberdeen 1960 

11 Pclu^r L r SiPT Gjrre 0‘'ru( 1957, 104 313 

12 Dcchau'ne M Do e M Le Bars C., Rouot J Steward 1950 


51 157 

13 Dewhaur^e M D sch Z>ih- \furd u KsffrrhnJk 1959 31 69 
K Hu-te ; D \ r^eJ J I960 59 2S0 


this now for a long time 
examined twice a quarter 

Rolhw ell Haigh, 
near Leeds 


The bus-dnvcrs are seen and 
C E Goldsborough 


THE VERY DEAF CHILD 
Sir,—T he complamt of this school, which admits many 
children who have received vanous forms of home 
trammg, an important aspect of the work of most audio¬ 
logy’ climcs, is that the period before entry to school for 
most of them has been inadequately used 

Of the present roll of 40 children, 32 hate had preschool 
help of this kmd, varymg m length from six months to four 
years 30 of these children had hearmg-aids issued by the 
dimes 2 were deemed too deaf to profit from an aid, tliough 
the parents of 1 bought a commercial model 

Of the 31 with heanng-aids, only 4, however, were wearing 
them correctly—^i e, contmuously and at the right setung with 
an ear-mould which fitted suflBcientiy well to enable the neces¬ 
sary volume to be reached without acousuc feedback 
At the moment of writing, 21 of the 31 children are wearing 
their aids properly both m and out of school with corres¬ 
ponding gams m speech improvement and language dcielop- 
ment Included m the 10 children who do not reach at home 
the standard of “ hearmg-aid usage ” expected and obtained 
from them m school are all the 6 children with multiple handi 
caps The remaining 4 are among our most recent admissions 
The fact that so many of these non-hearmg-aid-uscrs were 
tramed withm a relatively short space to regard their aids as an 
indispensable ally m their fight agamst deafness, and not as a 
barely tolerable encumbrance imderlmes the need to examine 
the weaknesses of a form of trammg which permits so much 
W’aste of valuable auditory trammg ume 
No teacher of the deaf, as far as I am aware, disputes the 
immense value of parent guidance and help to the children, 
parucularly durmg the period between the diagnosis of deafness 
and the age of 2-3 years Many of us, however, beheve that a 
special nursery school, fully equipped and staffed, where 
parents are free to come and go and take part in our work, 
where visinng otologists and psychologists can see the children 
m surroundings more appropriate than the clmical situauon 
found m audiology units, offers not only the well-known 
advantages of nursery-school trainmg but also penmts con- 
diuons suitable for full-time educational and audiological help 
of the kmd appropriate to the children’s mdividual needs In 
addition, because commuous observation under controlled 
condiuons is possible, it allows a more rapid and accurate 
assessment of the cluldren’s abihties and the nature and 
degree of their hearing loss, and enables fumre school place¬ 
ment to be considered on a bettcr-mformed basis 

Such a special school should cooperate with local hearing 
schools for selected activities where the children of both 
schools can meet and play and, under skilled supervision, work 
with one another (This is not difficult to arrange—we do, m 
fact, work with 3 nearby hearmg schools m Woodford m this 
way) 

Miss Whctnall (Ort 15) has referred to the work of Weden- 
berg * who, for the initial penod of auditory trammg, applies 
a h\c voice to the meitus of the deaf child without the use of 
an aid Unfortunately, she omitted to saj that Wedenberg 
himself found that the best subjects for auditory training were 
the "gifted children (my itahcs) from groups la to 2a ” (i Cj 
children with considerable heanng for the important low 
frequencies, about 50 db at 250 and 500 cjclcs) and that 
children with much less heanng for low frequencies (groups 
lb and 2b) were “ difficult subjeas even when their mtclligcncc 
is high ” 

Of the children here for whom we have reliable audiograms 
6 come within Wedenberg’s groups la and 2a and of these 
2 onlj arc of aboic ascrage intelligence 

Esen more sigmficant is the fact that we arc able to tram 
children who Wedenberg found " difficult ”—i c , the lb and 
1 Wedenberg B Actahryntol Sleuth 1954 110 p 707 
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2b groups “ whose sense of hearing is defined as non-funcaonal 
for the ordinary purposes of hfe into becoming talkmg 
children with normal attainments and a good command of 
language Only those, how ever, we hat e had from a \ ery early 
age and who have no secondary handicap 

If audiology clinics would transfer to the speaal 
nurseiy school or class at an early age the lb and 2b 
children, and those of la and 2a group who are not 
receivmg contmuous or adequate auditory stimulation 
either at the meatus or through a hearmg-aid, I for one 
should find less reason for complamt 


Nursery School for Deaf Children, 
Woodford Green Essex 


B I Ingall 


action, but the authority of the supermtendent is vague m 
the extreme Now that consultants, nghtly so, are under¬ 
taking greater rSsponsibihties, the functions of the 
medical supermtendent are more than ever m need of 
clarificanon This should be done as a matter of urgency, 
before there occurs some sudh trouble as that depicted 
above, with the mevitable recnmmanons w'hich would 
follow 

Supermtendents have “ earned the can ” for a long 
time, but, m a changmg world, it would be helpful to 
know somethmg of its new contents 


Bracebndge Heath Hospital, 
near Lincoln 


WAS Falla 


POTASSIUM IN THE TREATMENT OF CHOLERA 
Sm,—In their amcle last week Dr Watten and Dr 
P hilli ps suggest that m the treatment of acutely ill panents 
10 mEq (7 5 g ) of potassium chlonde should be added 
to 1 htre of sahne solunon The amount m grammes 
should read 0 75 This is no doubt a shp, but it is an 
important one Owmg to the danger that this may be 
overlooked, hbranes might consider makmg the correcnon 
on the amcle itself 

I Cranston 

ADMINISTRATION IN MENTAL HOSPITALS 
Sir, —With great respect, I wonder whether Dr Kidd 
(Oct 29) has really found the ideal solution to the problem 
of medical administration m mental hospitals 
As a medical supermtendent, before the advent of the 
National Health Service and smee, I have been trymg to 
find the ideal relaaonship between the holder of that 
ofiice and his semor colleagues for thirteen years, but have 
not succeeded yet, although I do not give up hope 
We have worked a 3-team system here for ted years, and I 
support wholeheartedly the doctrine of full chmcal freedom 
for all consultants, mdeed, my consultant colleagues here ha\e 
never complamed to me of any mterference wath their work, 
but much tact and tolerance are needed on both sides if the 
hospital IS to function smoothly as a corporate entity Dr Kidd 
tells us that he is responsible to his management comrmttee 
for the efficiency of the medical work of the hospital How does 
he equate this personal responsibihty with the “ full responsi- 
biUty ” of his colleagues ’ 

One example will suffice How w ould he deal w ith a situa¬ 
tion such as this, which could happen at almost any mental 
hospital, any day ’ A fellow consultant admits, as an informal 
patient, an aggressive psychopath, who then rapes the small 
daughter of a hospital employee, resident on the estate I have 
been m office long enough to know that the Press, the general 
public, and mdeed the management comminee wdl look to 
one person only for an explanation, and that person is the 
unfortunate supermtendent It will not help him to say that 
Dr So-and-So had “ full responsibihty ” 

The Mental Health Act has defined responsible medical 
officers as those m charge of the treatment of the patient 
Responsible to whom, and for what ’ Does “ treatment ” 
mclude control of liberty, food, clothmg, soaal and occupanonal 
activiues, pocket money, and aU the many other aspects of a 
pauent’s life’ If so, the result could be chaos with as many 
‘ systems ” as there are consultants 

The duues, responsibilities, and powers of medical 
supermtendents have never been clearly defined No 
offiaal gmdance has been given, presumably m pursuance 
of the well-known techmque of leavmg decisions to the 
man on the spot, with the Useful loophole of blammg him 
afterwards if trouble arises 

Responsibihty rmphes auth onty to take any necessary 

2 tbid p 19 (reference to the definition issued b> the Conference of 
Execuuves of American Schools for the Deaf, 1937 ) 


Sir,—D r Kidd and his colleagues are to be congratu¬ 
lated on havmg accepted some of the pnnaples without 
which a mental hospital contmumg to hav'e a medical 
supermtendent c an hardly be expected to function 
efficiently These are that the mechcal supermtendent 
should do clinical work add do it on a basis of equahty 
wnth his fellow consultants! without powers of mter¬ 
ference m their work 

I am afraid, however, that Dr Kidd’s exposition bf the 
medical supermtendent’s position m regard to administra¬ 
tion mvolves apparent contradicnons and several false or 
dubious premises, as exemplified by the suggestion that 
“ as far as the hospital management committee is con¬ 
cerned he IS answerable to them for the effiaency of the 
medical w-ork of the hospital ” I can only think that m 
this context “ answerable ” means “ responsible ” m 
which case the proposition is qmte tmtenable A medical 
supermtendent workmg on a bSsis of chmcal equahty 
with his fellow consultants and without powers of chmcal 
mterference cannot be “ answerable ” for the efficiency of 
the medical work of the hospital It is very reley ant that 
the Mental Health Act, 1959, Memorandum on parts i, 
IV to VII and ix, paragraph 29, describes the “ responsible 
medical officer ” as “ not responsible of answerable for 
the patient’s treatment to any other dottor ” 

Dr Kidd, havmg listed various coordmatmg and facihtatmg 
functions of the medical supermtendent, all of which, I suggest, 
can be done as well by the chdirman of the medical advisory 
committee, goes on to say that such work can “perhaps be 
better done bv a man who is permanently appomted to the 
office, because he has powers of decision and authonty not 
available to an elected chairman of a medical staff comrmttee ” 
These powers and authority appear to deme from his bemg 
“ officially recogmsed as responsible for medical orgamsauon ’’ 
This official recogmuon has the mterestmg—and highly 
undesirable—^result that hospital management committees 
“have to take more nouce of his monthly reports than the 
resolutions of medical advisory committees ’ 

This IS precisely the situation which consultants m many 
mental hospitals are no longer prepared to tolerate, especially 
m view of the fact that as from Nov 1 such hospitals will 
operate on the same basis as general hospitals All boards of 
governors of teachmg hospitals and the management com- 
nuttecs of most general hospitals recogmse and " take nonce ” of 
their medical advisory committees as represented bv an elected 
chairman Dr Kidd has made no case why management com¬ 
mittees of mental hospitals shoUld not do the same Such 
recogmnon should be based on the prmciple that the semor 
medical staff m any hospital hav e an equal and shared responsi¬ 
bihty for reachmg an agreed pohey on all admmistranve 
matters affectmg the hospital as a w hole and that the essennal 
a dmmis tranve w ork of the medical supermtendent or rViau-mgn 
of the medical advisory committee is to facihtate the carrymg 
out of such agreed pohey This may mvolv e difficult negona- 
nons with hospital management committee, regional hospital 
board, hospital officers, and others In such situanons the 
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may be attnbutable ter the very small dosage which they 
cmplojed 

Degrees of pulmonary fat-embobsm much more severe than 
that defined by Anrun and Grant as “ gross ” are not uncom¬ 
mon m manCertainly these arc the cases m wluch fat- 
emboh arc most likely to spread systemically, but it is also in 
such cases that changes due to pulmonary embolisation are 
liable to be erroneously ascribed to the effects of systemic 
mvolvement Although the pathological changes m the lungs— 
adema, congestion, and haimorrhage—are not in any way 
specific this does not exclude a causal relationship, and in any 
event the effeas of pulmonary fat-embolism may be circulatory 
as well as respiratory In my experience a predommantly 
intra-artenolar and intra-artcnal distribution of fat emboli m the 
lungs IS often associated with a short survival time and an 
absence of systemic embolisation *" Any system of grading the 
severity of embolisation should take cogmsance of the size and 
situation of the emboli as well as of their numbers 


While the arrest of fat emboh in the pulmonary vascu¬ 
lature undoubtedly protects the systemic circulation it can 
hardly be regarded as other than a pathological event, 
I submit that pulmonary fat-embohsm should not be 
entirely discounted as a cause of illness and even death 


Um\crs!ty Department of Pathology 
Western Infirmary, 

Glasgow 


A J Watson 


TRIGEMINAL NEURALGIA 
Sir,—^P rofessor Dechaume has very kmdly sent me 
two papers m which he ates the temporomandibular 
joint as a potenual source of true trigeminal neuralgia I 
was unaware of these papers when I wrote my letter of 
Oct 1, and I apologise for that omission Professor 
Dechaume suggests a method of treatment which is new 
to me—namely, that the sympathetic enervation of the 
jomt IS an effective means of breakmg mto the viaous 
circle of effect aggravatmg cause 
Colchester MICHAEL FROST 


NICOTINIC ACID IN ISCIUEMIC DISEASE 


Sir,—D r Archibald’s cnticism (Oct 8) of bus-drivers 
resuming their occupations after a coronary thrombosis 
is very pertinent, and it was only after very careful con¬ 
sideration that these drivers were allowed to go back to 
work Dr Archibald in effect poses the question “Should 
all patients who have had a coronary thrombosis be 
forbidden for that reason to drive a car With the usual 
treatment, I should be inclined to say “ yes ”, but I would 
stress that there is a basic difference with the treatment 
desenbed in my article of Sept 24 


It IS interesting that Hunter” has described results after 
mcotimc-acid therapj comparable with my own, except that 
his dosage is smaller, and he concludes that the improvement 
m angma is mamtained so long as treatment is continued, and 
tint angina gradually returns when treatment is stopped Tlus 
IS in accord with my experience oicr the fifteen years I have 
used dus treatment, both after infarction and m angina, and 
it IS for dus reason that I came to the considered conclusion 
that ischamiic disease is probably a deficiency disease mainly of 
nicotinic acid, possibly also of pyTidoxinc (which forms a 
coenzyme mediating transaminase reactions and which is 
probably imohcd in the enzyme, glutamic-oxaloaceuc trans¬ 
aminase) According to this concept, mcounic acid is a physio¬ 
logical correcuse of ischajnic disease 

Tlic first patient cited, who is an insurance agent, tells me 
he makes more than 100 calls a day m his car, and he has done 


10 Watson A J Pat cmbolum Thrsis Uni\crtii> of Aberdeen 1960 

11 Pcliicr L r Surr 1957 104 313 

12 Dechaurre M Do e Le Bars C Rouot J Rr* Sicrrat^/ 1959 
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this now for a long ume The bus-drivers are seen and 
exammed twice a quarter 

RothwcllHmgh, _ _ _ 

near Leeds C E GOLDSBOROUGH 

THE VERY DEAF CHILD 
Sir,—T he complamt of this school, which admits many 
children who have received various forms of home 
trainmg, an important aspect of the yvork of most audio¬ 
logy' clmics, IS that the period before entry to school for 
most of them has been inadequately used 

Of the present roll of 40 children, 32 have had preschool 
help of this kmd, varymg m length from six months to four 
years 30 of these children had hearing-aids issued by the 
clinics 2 were deemed too deaf to profit from an aid, though 
the parents of 1 bought a commercial model 

Of the 31 with heanng-aids, only 4, however, were yveanng 
them correctly—^i e, contmuously and at the right setting with 
an ear-mould which fitted sufficiently well to enable the neces¬ 
sary volume to be reached without acoustic feedback 
At the moment of writing, 21 of the 31 children are wearing 
their aids properly both in and out of school with corres¬ 
ponding gams m speech improvement and language develop¬ 
ment Included m the 10 children who do not reach at home 
the standard of “ hearmg-aid usage ” expected and obtained 
from them m school are all the 6 children with multiple handi¬ 
caps The remaining 4 arc among our most recent admissions 
The fact that so many of these non-hearmg-aid-users were 
tramed withm a relatively short space to regard their aids as an 
mdispensablc ally in their fight against deafness, and not as a 
barely tolerable encumbrance underhnes the need to examine 
the weaknesses of a form of trainmg which permits so much 
waste of valuable auditory trainmg time 
No teacher of the deaf, as far as I am aware, disputes the 
immense value of parent guidance and help to the children, 
parucularly during the period between the diagnosis of deafness 
and the age of 2-3 years Many of us, however, believe that a 
special nursery school, fully equipped and staffed, where 
parents aie free to come and go and take part m our work, 
where visitmg otologists and psychologists can see the children 
in surroundings more appropriate than the clinical situation 
found in audiology units, offers not only the well-known 
advantages of nursery-school training but also permits con¬ 
ditions suitable for full-time cducauonal and audiological help 
of the kmd appropriate to the children’s mdividual needs In 
addition, because contmuous observation under controlled 
condiuons is possible, it allows a more rapid and accurate 
assessment of the children’s abihties and the nature and 
degree of their hearing loss, and enables future school place¬ 
ment to be considered on a better-informed basis 

Such a special school should cooperate with local hearing 
schools for selected activities where the children of both 
schools can meet and play and, under skilled supervision, work 
With one another (This is not difficult to arrange—we do, m 
fact, work with 3 nearby heanng schools in Woodford m tins 
way) 

Miss Whcmall (Oct 15) has referred to the work of Weden- 
berg' who, for the initial penod of auditory training, applies 
a Inc voice to the meatus of the deaf child without the use of 
an aid Unfortunately, she omitted to say that Wedenberg 
himself found that the best subjects for auditory traming were 
the "gifted duldren (mj itahes) from groups la to 2a ” (i c» 
children with considerable hcarmg for the important low 
frequencies, about 50 db at 250 and 500 cjcics) and that 
children with much less hcarmg for low frequencies (groups 
Ib and 2b) were " difficult subjeas even when their intelligence 
IS high ” 

Of the children here for whom we hate reliable audiograms 
6 come withm Wedenberg’s groups la and 2a and of these 
2 onli are of above average mteihgcncc 

Even more sigmficant is the fact that we are able to tram 
children who Wedenberg found “ difficult ’ —i c , the lb arm 
1 Wedenberg E Ada hrynml Slockh 195* tuppl 110 p 707 
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2b groups “ -whose sense of hearing is defined as non-funcoonal 
for the ordinarv purposes of hfe into becoming talkmg 
children -with normal attainments and a good command of 
language Onl> those, howSv er, we have had from a \ en early 
age and who have no secondary handicap 

If audiology clinics would transfer to the speaal 
nurseiy school or class at an early age the lb and 2b 
children, and those of la and 2a group who are not 
receivmg contmuous or adequate auditory stimulation 
either at the meatus or throu^ a heanng-aid, I for one 
should find less reason for complamt 

Nunerv School for Deaf Children, -o t Tv/^att 

Woodford Green Essex ^ INGAIX 


action, but the authority of the supermtendent is \ague m 
the extreme Now that consultants, nghtly so, are imder- 
takmg greater responsibilities, the functions of the 
medical supermtendent are more than ever m need of 
clarification This should be done as a matter of urgent^, 
before there occurs some such trouble as that depicted 
above, with the mevitable recmrunaaons which would 
follow 

Supermtendents have “ earned the can ” for a long 
time, but, m a changmg world, it w’ould be helpful to 
know somethmg of its new contents 


Bracebndge Heath Hospital, 
near Lincoln 


WAS Falla 


POTASSIUM IN THE TREATMENT OF CHOLERA 
Sir, —In their article last week Dr Watten and Dr 
Phillips suggest that m the treatment of acutel} ill patients 
10 nxEq (7 5 g ) of potassium chlonde should be added 
to 1 htre of salme solution The amount m grammes 
should read 0 75 This is no doubt a shp, but it is an 
important one Owmg to the danger that this may be 
overlooked, hbranes rmght consider makmg the correction 
on the article itself 


Radcliffe Infirmary 
Oxford- 


W I Cranston 


ADAHNISTRATION IN MENTAL HOSPITALS 
Sir,—W ith great respect, I wonder whether Dr Kidd 
(Oct 29) has really foimd the ideal solution to the problem 
of medical admmistration m mental hospitals 
As a medical supermtendent, before the adv ent of the 
Nanonal Health Service and smee, I have been tiymg to 
find the ideal relanonship between the holder of that 
office and his semor colleagues for thirteen vears, but have 
not succeeded y et, although I do not give up hope 
We have worked a 3-team system here for teii j ears, and I 
support wholeheartedly the doemne of full clinical freedom 
for all consultants, mdeed, my consultant colleagues here have 
never complamed to me of anv mterference wath their work, 
but much tact and tolerance are needed on both sides if the 
hospital is to funenon smoothly as a corporate enntv Dr Kidd 
tells us that he is responsible to his management committee 
for the efficiency of the medical w ork of the hospital How does 
he equate this personal responsibihty with the “ full responsi- 
bihtv ’ of his colleagues ’ 

One example will suffice How would he deal with a situa- 
Uon such as this, which could happen at almost any mental 
hospital, any day ’ A fellow consultant admits, as an informal 
patient, an aggressive psychopath, who then rapes the small 
daughter of a hospital emplovee, resident on the estate I have 
been m office long enough to know that the Press, the general 
pubhc, and mdeed the management committee will look to 
one person onlv for an explanation, and that person is the 
unfortunate supermtendent It will not help him to say that 
Dr So-and-So had “ full responsibihtv ” 

The Mental Health Act has defined responsible medical 
officers as those m charge of the treatment of the patient 
Responsible to whom, and for what’ Does ‘ treatment” 
mclude control of Uberty, food, clothmg, soaal and occupational 
activnues, pocket money, and all the many other aspects of a 
patient s life ’ If so, the result could be chaos with as many 
“ svstems ” as there are consultants 

The dunes, responsibilmes, and powers of medical 
supermtendents have never been clearlv defined No 
offiaal guidance has been giv en, presumably m pursuance 
of the well-known techmque of leavnng decisions to the 
man on the spot, with the useful loophole of blaming him 
afterwards if trouble arises 

Responsibihty imphes authority to take any necessary 

2 iBiJ p 19 (reference to the definition issued by the Conference of 
Executives of American Schools for the Deaf, 1937 ) 


Sir,—D r Kidd and his colleagues are to be congratu¬ 
lated on having accepted some of the pnnaples without 
which a mental hospital contmuing to have a medical 
superintendent can hardly be expected to function 
effiaently These are that the mechcal superintendent 
should do climcal work and do it on a basis of equahty 
with his fellow consultantsj without powers of mter¬ 
ference in their work 


1 am airaid, nowev er, tnat Dr Kidd s exposinon Or the 
medical supermtendent’s posinon m regard to adnumstra- 
non mvolves apparent contradicnons and several false or 
dubious prermses, as exemplified by the suggesnon that 
“ as far as the hospital management committee is con¬ 
cerned he IS answerable to them for the effiaenev of the 
medical work of the hospital ” 1 can only think that in 

this context “ answerable ” means “ responsible ” m 
which case the proposition is quite untenable A medical 
supermtendent workmg on a bisis of climcal equality 
with his fellow consultants and without powers of clinici 
mterference cannot be “ answerable ” for the effiaency of 
the medical vv ork of the hospital It is v ery relev ant that 
the Mental Health Act, 1959, Memorandum on parts I, 
rv to VII and ix, paragraph 29, describes the “ responsible 
medical officer ” as “ not responsible ut answerable for 
the patient’s treatment to any other doctor ” 

Dr Kidd, having hsted vanous coordmatmg and facflitatmg 
functions of the medical supermtendent, all of which, I suggest 
can be done as well by the chdirman of the medical advisory 
committee, goes on to say that such work can “ perhaps be 
better done bv a m an who is permanently appomted to the 
office, because he has powers of decision and authontv not 
available to an elected chairman of a medical staff committee ” 
These powers and authority appear to derive from his bemg 
" officiallv recogmsed as responsible for medical orgamsanon ” 
This official recogmnon has the mterestmg—and highly 
undesirable—result that hospital management committees 
have to take more notice of his monthly reports than the 
resolutions of medical advisory committees ” 

This IS pret^ely the situation which consultants m many 
mental hospi^ are no longer prepared to tolerate, especially 
m view of me fact te as from Nov 1 such hospit^ wiU 
operate on the same basis as feeneral hospitals All boards 
governors of teachmg hospitals and ffie management rom- 
mttees of most general hospitals recogmse and “ take notice ” of 

D represented bv an ^cted 

ch^an Dr Kidd has made no case why management com 
mittees of mental hospitals shohld not do ffie sZT 
recogmnon should be basPH r,n , same iuch 

matters affecting the hosnjra] ac -F,, , admmistrame 

administram e work of me medical t ° ^ ^sennal 

of me medical ad^orfeomm ^ superintendent or chairman 

b.a,4 h,„ 
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elected chairman of the medical advisory committee, speakmg 
for the medical staff, should carry more weight than a perma¬ 
nently appomted medical supermtendent none of whose 
authority derives from his colleagues 

It ivill be a pity if the tremendous opportunities for 
advance offered to mental hospitals by the Mental Health 
Act are lost by a refusal to accept the above basic pnn- 
ciples of hospital admmistration 


Shcnlc> Hospital, 
pear Si Albans, Hms 


D Bardon 


OBSTETRIC FLYING-SQUADS 
Sir, —^Dr Vartan’s letter of Oct 22 appears to be mis¬ 
directed, mappropnate and unreasonable Has no-one ever 
told him that normal childbirth is a physiological process ? 
To compare it with an operation for varicose veins betrays 
a distortion of outlook which is all too common 
Hove F V Griffiths 


RADIOCHEMICAL SYNTHESIS OF 
TRnODOTHYRONINE 


distributed in the 4 posiuons of thyroMne, mulnplc-labclled 
molecules would form about 1 5% of the total labelled 
molecules) 

The specific activity of >”I produced in Great Britain has 
increased markedly smee 1954 The Radiochemical Centre 
product IS specified as bemg not less than 10 mC per pg iodine, 
and individual batches have giscn 20 mC per pg iodine this 
latter figure corresponds to 1 atom of “'I iii 6 atoms of iodine 
The proportion of ”'I atoms m fission product ”'I supplied 
by Oak Ridge is probably even higher Rupp et al ’ suggest 
1 atom of to 1 atom of ''’•I plus • ’I (' 'I is sufficiently 
long lived to be considered stable) With material of such high 
specific acuvity any dilution with stable lodme in the bodj 
before thyroxine synthesis becomes specially important The 
factors determining the extent of such dilution are too complex 
for discussion other than by an expert in the field In general 
It seems reasonable to suppose that the extent of dilution will 
be relatively large In certain cases this may not be so, and 
’“'I-labelled triiodothyronine nught arise in the manner 
postulated by Deutsch 


Radiochemical Centre, 
Amersham 


J C Charlton 


Sir,—D r Deutsch (Sept 10) draws attention to the 
possible formation of '^*I-labelled truodothyromne by 
the decay of a molecule of thyroxme contaimng two 
'“'I atoms, and, with this m mind, discusses the results of 
Gross and Pitt-Rivers and of Braasch et al ^ His con¬ 
clusions assume that m these experiments a substantial 
number of doubly labelled thyroxme molecules is present 
Certainly, as regards the work of Gross and Pitt-Rivers, 
this assumption is incorrect 

The rclauve numbers of doubly and singly labelled molecules 
depend on the relauve numbers of radioactive (■”!) and stable 
(*"’!) atoms of lodme present The posiuon can be more easily 
illustrated by referrmg to “*I thyroxme synthesised m vitro 
by an exchange reaction In this material labcllmg can take 
place m only two atoms, those in the 3',5' posiuons, and not 
in all four atoms as m the material synthesised in vivo from 
iodide Mr Holloway and Mrs Pitt-Rivers (Oct 22) refer 
to the work of Tata ‘ on decomposiuon produas of *’*1- 
labelled thyroxine supphed by Abbott Laboratones Assummg 
that this materal is prepared by the method of Gleason,* and 
that it IS not diluted with macuve thyroxme after preparauon, 
we calculate, from the quoted maximum specific aaivity of 
50 mC per mg thyroxme, that 1 mC of “'I is associated wth 
6 5 (ig of lodme m the 3',5' posiuons The weight of 1 mC of 
isotopically pure ^’*1 is 8 x 10"’ pg , and therefore m the 3',5' 
posiuons of this product 1 atom of is present to approxi¬ 
mately 1000 atoms of ‘"’I This means that for every 2000 
smgly labelled molecules only 1 is doubly labelled No detect¬ 
able amount of “‘I-Iabellcd truodothyromne is therefore likely 
to arise by the process postulated by Deutsch, and the fact that 
no “*I-labelled triiodothyronme was deteacd m Tata’s work 
gnes us no mformauon on the correemess or otherwasc of 
Dcutsch’s postulate 

The posiuon regardmg in-vivo syntheses is more complex 
Inacuie lodme may be present m the so-called “ camcr-free ” 
”‘I iodide, and dduuon with further macuic material ma> 
take place durmg transport m the body to the thjroid gland, 
and m the thitoid gland itself Before 1954, produced in 
Great Bntam had a specific acuvitj of about 1 mC per pg 
lodme this imphcs that about 1 m eiery 100 atoms of lodme 
present was raffioacuic It was this material that was used m 
the work of Gross and Piu-Rners Eien had no further 
diluuon taken place in the subjects the number of muluplc 
(i c, double, tuple, or quadruple) labelled molecules would be 
too small to jicld a sigmficant amount of *’*I-labcllcd tn- 
lodothiTonmes b\ decaj (assummg that '’*1 atoms are randoinl> 

1 Gross J , Pm R Lar a I95I»u 766 

2 Gross T , Pm Ri>*cn R ibid 1952 i 439 

3 Gross J Pitx R4^*crs R Bxc J 1953, 53 645 

4 Braa ch J E V Albert A Crd'<-nrcKs> 1954 55, 76S 

5 Tata J R Cl:r cAr- ccta 1959 4, 427 

6 Gleason, G I J t I Cka^ 1955,213 837 


PERITONEAL SPLASH A PHYSICAL SIGN 


Sir, —^Mr F G Snuddy (Oct 15) pomts out that this 
physical sign can be ehcited only in the anastheused 
patient Many years ago, when I saw more paUents with 
perforated pepuc ulcer than I do now, I nouced that in 
some It was possible to detect a splash while percussing 
for free gas m the peritoneal cavity Light and careful 
percussion in the hne of the right nipple with ilic pauent 
prone will in many cases reveal the gas bubble which 
obhterates the band of dullness over the hver At the 
lower edge of the bubble the pleximeter finger deteas a 
famt splash as the abdominal wall comes mto contaa 
with the surface of the fluid behind the bubble This 
sign is easily ehated when the perforauon is large, there 
IS much effusion m the peritoneal cavity, and the rigidity 
of the abdommal wall is less than board-lik? But then 
the diagnosis can more confidently be made by other 
means In the early case with a small hole, little effusion, 
and a ngid abdominal wall the sign is not easily ehcited 
I concluded that as a physical sign it was of httlc value, 
but when present it provided a comfortmg confinnauon 
of the diagnosis 


Whiston Hospital, 
Prcscot, Lancs 


J A Martinez 


SIDE-EFFECTS OF LIBRIUM 


Sir, —I read with close attenuon the correspondence 
that followed the letter by Dr Ingram and Dr Timbury 
(Oa 1) about the new drug mcthammodiazcpoxide 
(‘ Librium ’) 

My mmd was certainly imbued with that atutude of 
scepucism and circumspecuon favoured by your correspondents 
when I first presenbed these capsules for patients with 
anxiety states, smee I had seen in recent years the much- 
vaunted advent of a glut of new drugs, the great maj‘ont> of 
which were destmed to find ere long a dusty tomb on some 
neglcaed shelf of the dispensarj I soon came to the con¬ 
clusion, however, that Iibnum is of much value in the anxiety 
states Considerable benefit was obtained m some 5 out of 
10 sufferers from morbid anxictj, a result which was the more 
impressive because not a few of them had prcvuously had httfc 
or no relief from other calmative drugs—which dcarl) miu- 
gates the influence of suggesuon A large majority of those 
responding to the drug need take the rclauvcly modest dose of 
10 mg three umes daih to gam relief from their cmouonal 
tension, disagreeable sidc-cffcas being cxccpuonal in such 


Rupp A F Bcaucha»iip E E 
Energy Cc*nntsiion document 
Product Iodine 131 


rarmak« J R 
ORM--10J7 


UfiKcd Sure* Ato’^ c 
rrodu'‘uon of Em ^ 
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circumstances Some of these pauents remarked that, unlike 
other drugs they had tned,'libnum suppressed their anxiety 
without producmg troublesome somnolence In my hands, 
the drug has proved more useful for the assuagement of diffuse 
anxiety than for the relief of the specific phobias of the 
obsessional neuroses 

Although it would doubtless be prudent to postpone final 
judgment I am confident that this drug wiU soon wm its 
spurs m general pracuce, and thereby matenally reduce the 
number of cases of anxiety state referred to psychiatric out¬ 
patient climcs 

Menston Hospital, t T'nnn 

llkley, Yorks J ^ 


HEPATIC SIZE, SHAPE, AND CONTENT 
Sir, —We must be grateful for having been reminded of 
the advantages of peritoneoscopy Though too seldom 
practised m this country, its value m the diagnosis of 
hepatic disease and anatomical abnormahties must be 
recogmsed 

For the certam exclusion of disease, however, it is not 
so rehable, and this and its other hmitations seem to me to 
mdicate the desirabihty of laparotomy m determimng 
that no hidden metastases are present m the hver 


Churchill Hospital, 
Hcadington, Oxford 


C Grimshaw 


NEGATIVE ASSOCIATION OF ABO BLOOD-GROUPS 
WITH FRACTURED HIP 
Sir, —In your issue of Aug 13, Dr Wiener said 
that Buchwalter had observed an excess of blood-group A 
m patients with fractured femurs We note that Buch¬ 
walter 1 has mvestigated the ABO blood-group distribu¬ 
tion m 910 cases of fractured hips and found no statistical 
difference when compared with a control group We have 
examined a small senes of patients who had been treated 


TABLE I—ABO BLOOD-GROUP DISTRIBUTION 


Group 

Control 

senes 

Intertrochanteric 
fracture group 

Other femoral 
neck fractures 

Total test 
series 

A 

tao 

56 

(.42 8%) 

73 

(33 5%) 

129 

{37 0%) 

B 

637 

ao 5%) 

1 9 

(5 5%) 

i 22 

{101%) 

(8 9%) 

AB i 

178 

(3 0%) 

2 

(i 5%) 

6 

{2 7%) 

8 

{2 3%) 

0 

3177 
(53 9%) 

64 

{48 8%') 

117 

{53 7%) 

181 

{51 8%) 

Total 

5898 

131 

218 

349 


TABLE 11—^DISTRIBUTION OF THE RHESUS FACTOR 


Rhesus 

Control series 

' Fracture series 

Positive 

344 

279 


(80 6%) 

(79 9%) 

Negative ' 

83 1 

70 


(19 4%) 

(20 1%) 

Total 

427 

349 


for fractured femoral necks at this hospital All these 
patients had been blood-grouped on admission as a 
matter of routme 

Table i shows the ABO groups of these 349 patients and 
those of the control senes compiled from data from 5898 con- 
secuuve new donor registrauons with the West of Scotland 
Regional Blood Transfusion Service The patients were further 
subdivided mto intertrochanteric fractures and other femoral 
neck fractures This small senes reveals that there is no 
significant difference m ABO blood-group distribunon, 
although one may be impressed by the relauvely high mcidence 

1 Buchwalter,! A Acta genet 1957,6,561 


of group A m the mtertrochantenc fracture group, there is no 
statistical difference (/- = 1 3) Furtheimore, table ll shows 
that there is agam no sigmficant difference m the incidence of 
the rhesus factor in the fracture pauents and those of a small 
control senes of 427 donors 

We wish to thank Dr I A Cook, Mr W Sillar, and Dr J 
Wallace for assistance, and Dr R A Robb for his staustical help 

J Malcolm Cameron 

A G Melrose 

Southern GanerdHospttal q ^ WhITEFIELD 

MODERN CLINICAL BIOCHEMISTRY 

Sir,—^P rofessor Cappell’s presidential address (Oct 15) 
has called forth a prompt and explosive comment (Oct 29, 
p 985) from his biochemical colleague at the Western 
Infirmary 

As a biocheimst. Dr Hendry is naturally most con¬ 
cerned with Professor Cappell’s assessment of the position 
of chemical pathology in the framework of ckmcal 
pathology, and there can be httle doubt that he has voiced 
the feehngs of many of the medical and non-medical 
biochenusts who have entered or considered entermg the 
hospital laboratory service These feelmgs are clearly 
expressed m them reluctance to apply for posts If 
Dr Hendry as the head of a teachmg-hospital biochemistry 
department can say it is all but impossible to reermt 
young saence graduates mto hospital biochemistry 
departments, how much more so is this the case m regard 
to the non-teachmg hospitals admimstered by regional 
boards, and this at a time when scienusts are makmg 
fundamental contributions m every branch of mdustry 
and many other fields of activity Why should the hospital 
service alone be demed this advantage > Surely the 
health of the nation should have at least an equal call on the 
scientific potenual No medical man can view this 
situauon with equanimity, and least of all pathologists 
whose own work can gam so much more sigmficance and 
value by close collaboration with chemical studies It 
would seem worth trymg to find the explanation for the 
unpopularity of hospital work for saence graduates 

Firstly, the newly graduated chemist, if he is worth his salt, 
will wish to advance his knowledge and status by acquiring a 
postgraduate qualification This requires m the case of a ph d 
that the department in which he works will be recogmsed by a 
umversity department of chemistry or biochemistry as givmg 
proper facihues for postgraduate smdy together with super¬ 
vision by a senior member of the staff of these departments 
In the case of an M sc no umversity supervision is reqmred, 
but unless the proper facilities are there the preparation of a 
thesis will be impossible These facihues consist above all m 
adequate time—and, m the case of more semor biochemists, 
assistance—to pursue a research project, and there seems no 
doubt that the greatest drawback to the hospital biochemistry 
service m the eyes of would-be graduate recruits is the lack of 
time and encouragement to undertake research Alany patho¬ 
logists consider biochemical research mappropriate m hospital 
laboratories, especially in non-teachmg hospitals, or, even if 
they are convinced of its value, are unable to persuade hospital 
management committees to provide sufficient staff to enable the 
biochemical graduate to devote time to ongmal mvestigations 
He is consequently mundated with routme and repetitive work 
and soon becomes dispirited and leaves the service, or stays on 
disgruntled with a grudge agamst doctors m general and 
pathologists m particular 

No greater catastrophe could befall the pathologist than 
to lose that intimate contaa with the biochemist which 
promises to solve many problems which neither can solve 
alone Yet it is clear from Dr Hendry’s letter that the 
pathologists’ laudable attempts to weld the hospital 
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laboratory disciplines into a single integrated team are 
viewed with the greatest suspicion bv medically and non- 
medically qualified biochemists alike The reason for 
this lies in the quesnon of prospects The young bio¬ 
chemist IS not going to sit back and vegetate when he has 
obtained his postgraduate qualificauons He hopes 
eventually to attain as senior and respected a position in 
the hierarchy of the hospital staff as he would in industry 
or other Government scientific establishments, and to have 
a reasonable chance of runmng his own department 
Under the present circumstances he will find his way 
blocked in both these direcuons He cannot obtain 
status comparable with his medical colleagues as long as 
his method of appointment is that of registrars, tech- 
picians, and radiographers—viz , by hospital management 
committees and not by regional boards Neither can he 
obtain It—human nature being what it is—as long as his 
salarj is so much less than that of his medical colleagues 
that he cannot ]oip fully with them in social activities 
and educate his children similarly As for runnmg his 
own department, it is generally befieved that the Associa¬ 
tion of Clinical Pathologists considers that the biochemist 
should be directly responsible to the head of the 
laboratory in which he works (i e, the senior cjinical 
pathologist), though I am not aware of any published 
statement of this policy While not suggesqng that a 
non-medical biochemist should be in charge of the other 
clinical pathological laboratories, I am at a loss to see 
whj a senior biochemist, w’hether medical or non- 
medical, should not be in absolute charge of his depart¬ 
ment, responsible only to the employing authority Of 
course there will be many matters of a clinical nature 
which he will want to discuss with the medical patho¬ 
logists, but surely discussion on terms of parity is the 
essence of the teamwork which we wish to see in the 
integrated department of chnical pathology of the future 

Yet another explanation for the mistrust by biochemists of 
pathologists lies in the manner in which the latter are organised 
for political purposes The Associauon of Climcal Patliologists 
has onl\ medically qualified full members How can it be 
representamc of biochemists in gencraP If it wishes to be 
considered thus representam e, it must give full membership to 
all hospital biochemists of suitable seniority (which would seem 
appropriate enough if hospital biochemistry is indeed a branch 
of chnical pathology') Similarly if pathological advisory 
comrmttees wish to be considered qualified to advise regional 
boards on biochemical manors they should admit senior non- 
medical biochemists to membership If these suggesuons are 
not attracuve to pathologists, would it not be bener for them 
to leave the advising on biochemical manors to the Associauon 
of Clinical Biochemists on the one hand and to regional bio¬ 
chemistry adv ison committees, still to be formed, on the other " 
\\ hilc retaining their role of prinapal advisor to the authori¬ 
ties on biochemical matters, these organisations would no 
doubt welcome and benefit by periodic discussions through 
joint consultative committees with the corresponding patho¬ 
logical bodies 

Iq the meantime, the recruiting posiuon has deteriorated 
to a stage where it is impossible to fill biochemical appointments 
even with candidates who are far from ideal There is here a 
vicious circle The poor quality of the majority of sacncc 
graduates accepting posts in tlic hospital biochemistry service 
has prev ented manv pathologists from gammg insight into the 
reliability and potcntialiues of the best tvpe of biochemist 
Othervv isc it is possible that a far greater degree of responsibility 
and scope would have been accorded the science graduate 
Now It IS too late, and in despair the pathologists hav e turned 
to the voung men of their ovvai profession to fill the gap 
Although there is much that is attracuve in the medically quali¬ 


fied biochemist (chemical pathologist), the disadvantages would 
seem far to outweigh the advantages if he is only going to have 
one year of fundamental study in chemistry as Professor CappUl 
suggests With so little experience m chemistrv, how will he 
be able to attract to work under him keen young scientists just 
leaving university departments of chemistry four years after 
they have taken their advanced level G CE ’ If he docs not 
attract them, the standing of our departments of chemical 
pathology wall fall below those of departments of clmical 
chemistry m other countries 

I would suggest It would be far more long-sighted to 
make the hospital biochemical service attractiv'c to the 
best young brains in chemistry and biochemistry by 
introducing the following innovations 

(a) Every biochemist post adv erased (or at least a consider¬ 
able proportion, which should be specially designated as largely 
free from routme and repetitive work) should carry with it 
(i) facihucs for obtaining a postgraduate qualification, (ii) 
reasonable opportunity to reach status comparable in sajary 
and mdependence with that of medical consultants, 

(b) Research should be considered a normal and not an 
exceptional activity of biochemistry departments 

(c) Appointments to senior (principal and top-grade) 
biochemical posts should be made by regional boards 

(d) Biochemistry advisory committees should be appointed 
by regional boards and should always include a professor of 
chemistry or bipchemistry 

Although there are many other ways in which hospital 
biochemistry could be made more attractive, if those 
mentioned here are implemented there would surely be a 
most graufying influx of the best type of scienust into 
the service, and I should like to see pathologists taking 
the lead in securing these improvements because it is 
they who will gain most by having the privilege of working 
as a team in close collaboration with the finest products 
of our umversines’ scientific departments 

Midland Centre for Neurosurgery, . ■, \vrnm r 

Smethwick A L WOOLF 


CHROMOSOME ANALYSIS 


Sir,—I was surprised by Dr Stewart’s letter of Sept 17 
From his statements, one may conclude that colchicine 
and Its derivatives causes hctcroploidy and triploidy in 
animals So far as I am aware, the few cases of hctcro- 
ploidy and triploidy observed m animals were assoanted 
with a highly artificial techmque 

Colchicine was added to sperm material and the animals 
aruficially insemmatcd In this way, a few rabbits and one pig 
supposed to be tnploids were obtained ’" However, the 
accovims concerning these ammals have been criticised and 
their tnploid nature is unconvmcing and not yet established 
To sum up, It IS apparent from these reports that no polyploid 
ammals have been produced by colchicine * Moreover, 
colchicine docs not cause gene mutauon “ 

Recently, by intrauterine injections of cojchicinc into 
female mice just before maung, Edwards obtained some 
hctcroploid embryos at 3'/ days’ gestauon Chromosome 
counts of the mature offspnng of these females, however, 
showed no hctcroploids ' Using a different technique, similar 
results were obtained in rats by French workers A few 
“ hctcroploic} ” embryos were seen at 12th day but none at 
full-term gestauon ’ 

The method is, I believe, simple and useful The 
results arc good, and nothing suggests that the intra¬ 
venous administration of the colchiane derivative is 


Melandcr V Hmdilas 1950 30 335 ihd 1951 37 2‘S 
HaggkviW.G Banc A thd 1950 30 329 w i lost 

White M I D Animil Cytolon and riolutinn Cambridge, ivs> 
LiRju O J Dmun P Jr Colchicine Iowa 195. 

Dohzhanrkv T Genclica and the Oncin of Specier New i ork, IV*‘ 

Edwards R G 7 exp Zool 1958 137 317 

Pikn. I_. Bomjcf Helmrcich O Suture Lcrd I960, 180 737 
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dangerous So far we have used the drug in 62 patients 
without any toxic manifestation 


Department of Clinical Medicmc, 
Medical School of Ribeirao Preio, 
Sao Paulo, Brazil 


CAssio Bottura 


TREATMENT OF IDIOPATHIC HTPERCALCiEMIA 
OF INFANTS 

Sir, —^Many arades have now appeared about the 
treatment of idiopathic hypercalcsmia of infants A low 
calaum and vitamin-D mtkke, a high phytate intake, and 
the adnumstranon of cortisone have been recommended 
To my knowledge mention has not been made of the 
possible benefiaal effect of total exclusion from tiltra- 
violet rays 


The anurachiuc effect of sunhght is thought to be due to the 
acuvaaon of 7-ddivdrocholesterol m skin This activanon may 
result m the formation of substances with vitarmn-D activity 
equivalent to 1000 or more umts of vitanun D per oay m infants 
who are exposed to ultraviolet radiation Possibly this disease 
has not been reported m Negroes because of the lesser effect 
of ultraviolet rays on deeply pigmented skm 
It seems probable that infants with idiopathic hyper- 
calcsemia are sensitive to very small amoimts of vitamm D and 
It would seem advisable that pauents with this disease be 
excluded from sunhght durmg those seasons when rays between 
280 and 320 ji are present. 

Possibly someone with knowledge of the metabohsm of 
vit amin D nught render judgment whether infants mth idio¬ 
pathic hypercalcemia should be excluded from sunhght as 
part of their treatment 


Depaionem of Fetliaina, 
JeSenoa Medical College, 
P hila Helphia, 


Hans G Keitel 


TREATMENT OF OBESITY BY THE HIGH-FAT DIET 
Sir,—B earmg m imnd case 5, and the large group of 
patients and friends she appears to represent, can Prof 
Yudkm and Miss Carey (Oct. 29) offer a 1500-calone diet 
that is permanently acceptable both socially ana finanaally 
to an adult woman of any age ’ An overweight woman is 
conspicuous m a crowd she does not wish to draw further 
attention to herself bv always differmg from the group 
when she is not eatmg alone 
We would be most grateful 

Hadiogii, Daphne Sasieni 


ERYTHROCYTE ENZYME DEFICIENCY IN 
UNEXPLAINED KERNICTERUS 
Sir, —was very mterested by the contributions from 
Srmth and VeUa^ and Doxiadis et ah* They confirm 
some observations I had the opportumty to report last 

year 


I have so far studied 19 jaundiced newborn childrea (11 
males, 8 females) with unstable g sh. and/or g -6-p d defect 
m their erythrocytes In 10 cases exchange transfusion was 
performed 7 of the transfused children and none of the 
untreated survived without damage Preapitatmg factors, such 
as dangerous drugs, were recognised m only a few cases 
Severe ansmia was rarely present, on the other hand, jaundice 
was often associated with severe dottmg disturbances, mdicat- 
mg perhaps hepatic impairment, which may be due to the 
enzyme abnormahty itself In fact, as I was able to demonstrate 
by hver biopsy, g -6-p d activity is decreased m the hver of 
sensitive mdividuals as well as m their erythrocytes * 
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Smlh, G Vdla F lancet 1960, i 1133 

Donadis S A , Fessa P Valacs T ihd JiJ} 2, 1960, p 44 

Smdi Sasiaresj, 1959 37 19 

Aziapadial launa, 1959 12, 904 

Xlm Congris dca Pi^tres de Langue Francaiae, Oct. 1959, vol IV 
Montpelier 

Boll So. ltd Bwlo Spot 1960 36,106 


The observations of Srmth and Vella and Doxiadis et al 
emphasise agam the importance of this paracular type of 
neonatal jaundice They also confirm the high mcidence of the 
syndrome m a few famili es bearmg the defect, and this fact 
suggests that there is a genetic factor m addition to the g -6-p d 
defecL 


Clinica PediStnea, 
Umversiti di Sassan, 
Italy 


Franco Panizon 


A SEVERE ANAPHYLACTOID REACTION 
TO HYDROCORTISONE 

Sir,—O ccasional allergic reactions foUowmg the local 
mjection of hydrocortisone have been recorded,^ and 
m many cases the possibility that assoaated use of 
hyaluromdase or procame was to blame has not been 
firmly excluded The following case illustrates an allergic 
response of alarmmg seventy to the mjecoon of ‘ Hydro- 
comsyl ’ (Roussel) 5 ml m a paoent who had never had 
either local or general steroid medication. 

No other solution was mjected and it was possible to 
exclude any previous mjections (withm 2 months) and any 
tablets or medicmes (except 2 tab codem co B P ,to 
which the patient was accustomed, taken a week pre¬ 
viously) -S imil arly no dietary explanation could be 
discovered 

A woman of 50 had, on Apnl 8,1960, a cup arthroplasty for 
osteoarthnns of the nght hip She made a normal recovery, 
and was discharged to outpanents on June 17 
On Sept 15, durmg follow-up exammauon, she complamed 
of pam m the n^t shoulder A tvpical moderately severe 
supraspmatus tendmins, with early pencapsuhus, was found, 
and at about 330 P M hydrocomsjl 5 ml was mjected mto the 
rotator cuff 

She had no imm ediate lU effects, but at 7 30 PM, after 
supper, she suddenly felt her “ face f unn y—^blotchv with 
lumps, and buimng ” Red patches appeared on her arms, and 
she felt sick. She “ passed out ” and was earned to bed 

An hour later, when her doctor amved, she had regamed 
consciousness, but she was vomitmg profusely, had pam m the 
stomach and loins, andhadurticana, espeaally on the arms and 
face Conglomerate petechice and bruises appeared over the 
arms and face She was m a state of shock, with tachycardia, 
extrasystoles, and a weak pulse. There was much abdominal 
tenderness, especially m the hver area 

She was given anu-histammes (‘ Pinton ’), and she felt a bit 
better next day, but for 2 eJays she voimted repeatedly and had 
diarrhcea and recial mconnnence The stook were fluid and 
black, and the vomit contamed dark blood 

She was reacinutted to hospital on the 3rd day Laboratory 
mvestigatioiis showed hsmoglobm 92%, platelets 300,000 
per cjnm, bleedmg-time 2 mm, dottmg-time 6 mm, clot 
retraction after 1 hour normal, prothrombm content 100% of 
normal, and prothrombm consumpnon normal The vomit 
enntamed dark blood, and occiilt blood was present m the 
stools The urme was normal. 

Vomitmg and diarrhcra ceased on the day of admission, and 
the abdominal pam and tenderness edeared up withm 48 hours 
She returned home after 5 days 
Although mtradermal skm tests were unhkely to be helpful 
so soon after such a severe reaction, they were attempted on 
Sept. 7 usmg (1) control soluaon, (2) a mmute dose of pem- 
cilhn (to exclude pemcilhn cxmtaminauon of the syrmge used 
for mjecnon), and (3) hydrocorusyl 0 01 ml An eiytfiematous 
plaque 0 75 an. m diameter formed m 24 hours arounci the sue 
of hydrocomsyl mjecnon, and persisted for 2 weeks, while the 
control sites showed no reacnon 

Thus It appears almost cxrtam that this alarming 
reaction was due to the hydrocorusyl injection. Some 


1 Kendall, P H. Am phyt Med 1938, 4, 170 
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2000 hydrocomsyl injections have been given in this 
department over the past 3 years, and except for one case 
of mild infection foUowmg an injection for tennis elbow 
no other ill effects have been encountered from the use of 
these mjecuons for the minor orthoptedic troubles treated 
by this method 


My thanks are due to Dr Josef Grutz, who dealt with this cmcr- 
gencj so capably, and who has cooperated in the inquiry concerning 
mtiological possibilities 


Oldchutch Hospital, 
Romford, Essev 


R A King 


ZOLLINGER-ELLISON SYNDROME 
Sir,—W ith great mterest I read the aracle in your 
issue of July 16 concermng this syndrome with diarrhcea 
and malabsorption The gastric-secre&on studies before 
and after removal of the pancreatic islet-cell tumour were 
parucularly strikmg As the Birmingham group pomt 
out, confirmauon of their observation with tumours of 
similar type is important, so you may be interested in 
the story of a pauent Dr G J Verdonk and I reported > 
at a colloquium of gastroenterology m Antwerp m 
September, 1958 ' 

A 66-year-old woman who presented herself in June, 1957, 
had a continuous pain m the epigastrium, spreading to the 
back After meals the pam was worse and she complamed of 
heartburn and eructauon She had no diarrhoea—on the 
contrary there was a disunct consupauon She never had 
hypoglycxmic attacks 

1 Di)k, M , Verdonk G J Tijdschr Gastro enlcrchsm, 1958, I, 481 


Exanunauon of this fat healthy-lookmg woman reiealcd a 
resistance in the left upper abdomen which was at first thought 
to be an enlarged spleen 

Erythrocyte-sedunentauon rate 15 mm in one hour 
Hxmoglobm 12 8 g per 100 ml Wliite cells 5400 per c mm, 
normal differenual count Liver-funcuon test normal No 
occult blood m the fxces Urine normal A fraaional test- 
meal showed considerable hyperacidity free acid 106, total 
acid 120 


X-ray exammauon of the stomach did not demonstrate an 
ulcer, but the mucous-membrane pattern was rough On 
compression of the stomach an area of lack of contrast was 
visible, possibly caused by pressure from behind The 
radiologist suggested a pancreauc tumour or cyst Just distal 
to the duodenal bulb a pseudopodial contour was seen, inter¬ 
preted as a diveruculum 

After six weeks’ ulcer treatment with rest, diet, intispas- 
modics, sedatives, and antacids she was admitted to hospital, 
because the abdommal mass was still palpable We finally 
decided on operauon On Nov 1, 1957, a pancreatic tumour, 
7x65x65 cm, was removed During the operation the 
stomach and intestines could not be explored The surround¬ 
ings of the tumour and omentum were hyper'cmic and con- 
tamed large dilated veins The omentum was containing the 
tumour and was firmly connected to the surface of the spleen 
The tumour was removed without vagtomy or gastrectom> 
The histological diagnosis was “ insulinoma ” 

In September, 1958, nearly ten months after the operauon, 
a fracuonal test-meal showed that the acid secretion was now 
reduced to subnormal free acid 0, total acid 16 (maximum) 


Municipal Hospital, 
Arnhem, Holland 


M Dijk 


The Widdicombe File 

LXVII —THE DIVISION OF PATHOLOGISTS 

Dear Peter, 

I too thought your letter was sound but I think your 
friend G G , like several of the pathologists, is not enurely 
famihar with the real funcuon of a college They ask 
“ Can we trust the physicians ”, meanmg presumably the 
mtermsts, the dermatologists, the pediatricians, the 
neurologists, the psychiatrists, and the other chmetans in 
the college, and they talk earnestly about the need for 
mdcpendence But, bless our souls, why do they need to 
be independent ’ A college is basically a degree-granung 
body and also ideally a community of individuals with 
kindred interests Do W'e hesitate to take a university 
medical degree because w'e doubt the good intentions of 
the philosophers or theologists who are represented in its 
court, or do we demand independence so as not to have to 
cat at table with engineers or law'yers ’ Maybe the young 
men want independence at any price because this is the 
parrot cry of the mid 20th century Fortunately m the 
college the dermatologists seem to show no distrust of the 
psy chntrists, md the neurologists are not afraid of being 
ounoted b^ the general physicians else there would have 
to be lots of new colleges What will it benefit the 
pathologists of tomorrow to ha\e their own college with 
Its expensn e library and regalia, portraits and plate > Are 
pathologists anxious to accept the soaal and other 
obligations of a college and to mamtain an expensive 
establishment—for rest assured thev wall not for long 
remain content with an attic m Euston but will feel the 
urge to compete on the perimeter of Regents Park ^ 

Although vour arguments were sound one correspon¬ 
dent accused vou of talking nonsense His letter reveals 


the lack of cohesion amongst pathologists and indeed the 
seed of the next potential spht (“ Can we consultant 
biochemists trust the pathologists and bacteriologists?— 
we must be independent at all costs ”) What I mean is 
this, Peter, if the pathologists (and I am using this term 
generally to mclude bacteriologists, varologists, chemical 
pathologists, serologists, forensic pathologists, and 
hmmatologists—all in fact who are concerned with the 
laboratory invesugation of the patient alive or dead) do not 
accept this very generous offer of negotiation by the Royal 
College of Physiaans (some claim that it will fail because 
It IS too generous), they may have to wait a long time 
before achieving the unammity they require to embark on 
a new venture Many of the academic pathologists—if 
what I hear is true—care httlc whether there is a faculty' 
of the college or a new college 

Please impress on your many pathologist friends, 
Peter, that a faculty will require an appreciable measure 
of support but a new college will require overwhelming 
support from all species of pathologists Remind them 
that a faculty’ can always be chssolved (I trust that in the 
event of a faculty both the pathologists and the college 
will insist on having this m their agreement) but once 
they embark on a college they will have committed their 
successors to a hfe of independence and will have severed 
connection with their clinical colleagues A recent 
president of the college, it is said, once invited the 
pathologists to look forward fifty years They should do 
this now The rapid growth of speaahsm, automation, 
and the increasing excellence of tcchniaans may bring the 
pathologist of the future much nearer to the patient than 
he is today and nearer to the chmaans An irrevocable 
move at this time would be a misfortune 

Yours ever, 

W W 
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Parliament 


Queen’s Speech 

In the Speech from the Throne at the opemng of 
Parliament on Inov 1 it vras armounced that the Got em- 
ment proposed to mcrease war pensions^ and retirement 
pensions, other benefits, and contributions under the 
National Insurance schemes * Thet would authorise an 
mcreasmg let el of expenditure on the physical recreation 
of the voung Awards for students at umversines and for 
those takmg comparable courses at other insntuuons of 
higher education would be granted on an improt ed basis 
They would mtroduce a Bdl to provide better means of 
dealing with j oimg offenders, to extend compulsort after¬ 
care to prisoners and so to discourage them from ret ertmg 
to crime, and to improve the management of approted 
schools j 


Welsh Teaching Hospital 
On Kov 2, on the adjournment, Mr Leo Abse sharplv 
cnna=ed the plans for this new teachmg hospital, which he 
described as an “ ossified hospital design accepted fiom a 
septuagenanan architect bv assessors led by another septuagen¬ 
arian architect a design for a hospiti for 1950, not as it 
should be for a 19S0 hospital ” Wales wanted a forward- 
loohu^ teachmg hospital, it was bemg proffered a mausoleum 
Gomg on to offer detailed cnucasms, he said that the con- 
tempmous attitude to research was weU lUuscrated bv the 
location and space allocated to the animal house in defiance 
of hospital planning, the X-rav department was so embedded 
witfam the bmidmg that expansion was u eU mgh impossible. 
A densorv amount of space was allocated for radioisotopes 
A trivial 32 beds had been allocated to mental illness, and there 
was snll no sign of a department and chair m psychiatry bemg 
created But the most dismaying feature was tne ludicrous 
amount of space allocated for research m relation to bed space. 
The design gave every appearance of there havmg been a battle 
for beds between heads of departments 

Other points which he made were quiet rooms m the noisiest part 
of tne building, the slmce room farthest &om the beds most needmg 
Its semcss and unrelated to treatment suite, cross-mfecnon risks 
increased bv infected material bemg brought mto the ward smte for 
disposal and bv inadeqimie air-condinoaing, lavatories concentrated 
in blocks and not related to bed areas or dav spaces, an operating- 
iheatre with a wood-bloch floor which could never be sluiced dean, 
eight-sto-ev hght wells which meant that wards would be badlv lit 
and have a wretched outlook. 

All these blunders and many more, he added, would be 
housed m a dull chff-like bulk of buildmgs uimustakablv 
mstitutioiial m appearance 

Miss Edith Pm the parliamentary secretary to the 
Ministry of Health welcomed the oppoitumtv of discussmg 
the Umversitv Hospital of Wales and of replvmg to some of the 
criticisms The fact that it was an undergraduate medical 
school dictated not only the concept of the work to be performed 
tnere but also the site of the hospital, which was to have 650 
beds The scheme must be view^ against the development of 
acute hospital services m South Wales, which mduded not only 
another major acute regional hospital workmg m the Cardiff 
area but also major acute hospitals at Bridgend Pontypridd, 
and Newport, and others m the Welsh Hospital Board s plans 
for Alerthvr and North Monmouthshire. 

The Board of Governors of the United Cardiff Hospitals and 
the Welsh National School of Medicme desired a hospital 
mtegrated with a medical school, with the closest possible 
workmg arrangements hero een the professional and the clinical 
staff and with the smiious departments and their research and 
other labo rato-ies An architectural competition for an important 

• Detzjls of ihtse p-oposals are siven on p lOSI 

i Details o*" these pwposals are green on p IOS2. 


scheme of this size tvas thought preferable to selectmg an 
architect, because it was beheved that compennon would give 
mcennve to a number of architects to think about the problems 
set by the promoters and that new ideas and techniques might 
be eiohed Competition, however, could do no more than 
select an architect and, m a scheme of this size, a fundamental 
design The promoters and architect could deal wath each other 
on paper only m broad outlme The details must wait till later 
A senes of workmg pames had now been set up to go mto the 
plans of the vanous umts with the architect and 'ivith the 
engmeer 

Ward units, outpatient department lifts end commumcanons, 
caienng and food oiwribution, trainmg acvommodation, tne dental 
school, were all bemg looked at m this wav The internal design and 
layout of the ward unit, for mstance, had alreadi been replanned to 
provide better access and better supervision to take account of the 
latest thoughts on cross-infection, mo-e single rooms had been 
provided, and the large ten-bed unit had been b-oken up mto smaller 
units 

This wns a normal process which one would expect to take 
place wath any design and similar replannmg was gomg on 
throughout the hospital The promoters had exammed the 
design carefully m the hght of the numerous ennasms and 
were satisfied that the completion of the process of preparation 
of detailed sketch plans, which was now gomg on, would gite 
them a modem and efficient hospital and a medical teachmg 
centre She thought it premature at this stage to be too critical 
of the detailed plannmg because the details had still to be filled 
in It was her earnest hope that, when this hospital was 
completed, the Welsh people would hat e a hospital m accord¬ 
ance with their washes and a hospital of which they might be 
proud 

QUESTION TIME 
Poliomyelitis Vaccmation 

At Sept 30, 13,333 000 people m England and Wales had 
been vaccinated agamst pohomvehns under the Nanonal 
Health Senace 


Appointments 


BEkKiitCK Q Cantab con^tJtsnt m ph\’s:cal 

datLcms Xo”tli3inpton Kgrrenrig area. 

Bpowse, M P M3, NL J D T-M & H. aiTpo-* M D heal control 

tmit London -^irport- 

Burtles Richard Lead. F3 _a. r.C 3 consialtant an 2 sth"-t 2 ‘:t 

Nonhampten and Kcfenag area, 

Raxph 'LB. Load, m3 cpx. d as^sistant p^vcniatn-t 

(SJL.M.O), ■\>IesbLXv and High combe area, 

Brucc '13 Nianc. g s.EJ>t.o maiemitv hospital 

CLmb'idpe. 

Lunn J E.> 'le Glasg dj»jl aM,.~t,Jit m ojl and assistant 

^school M.O Oldham 

Orton W T \ 3 Bell. D33 ^enio- assistart M.O \^emblev and 
^lllesden 

Birmingham Regional Hospital Board 

Batten R L. F3-C.S consiJtant stirpeoa \rest B*xiinvnch group of 
hospitals 

G^lxa Xkomas ' 3 . Hdm. D3A1 consultant and deput' m'Niical 
supenmendent St Edward s Hc«pital Cheddl“ton and S cVe-on- 
Trent hospital group 

Hnx, Hn r:^ E. m 3 Gla^g V3C3 d CJI consultant pstL-tnaan, 
Birmingham (Sell\ Oah) bty^ipital group 
Robs, H P '.3 Abeni., D3.M consultant prtch.atr’M and dep-M- 
medical supeim enden Lea Ho«:pital and Lea Castle Hokpita] 
Ross,J H M3 Canab M3C3 dobs' part tuneconMdtantphvkician 
Herefo-dshire ho^p tal group 

S'GC R. H M3, Birm. F3 C.S consulian surg‘N3n B,nmncnnm iSellv 
Oah) ho^p tal group 

Liverpool Regional Hospital Board 
Oswald D C. M3 Dubl assistant padiolojrn Birkenhead H.,M C 
PoBTEi IL A. Bdf depun medical ’'upenatendent o ), 

Side Ho^iial 

Svow R G '3, B.Tin. r3-A rcxs part-time consultant ansMhetik^ 
Chestex area 


Alanchester Regional Hospital Board 

Elemisg a G M3 Durh, D3.M, consultant p vematns* and medical 
^penntendent Calderstones Hokpi^ XThJle' near B1 ckbum 
GKL'mAW Loton D3C, ' b Manc. D3«M consult-Tt chmtnT- 
Burv a nd Ross end.,.le hospital g'oup 

Kra^cki j VLB EtLn- Dj_\i ccnwJcui pvTdii.tnw Wes- 
Mancncster and Sp-mgfiaJd and Suau cn bosp tal 

J VLB Manc. fjlcj consultant surgeen Bbekbum and 
cistncr hospital gnsjp 

SI^^psos p C. M.B Edia. seni-,- casi_ln oScer Witlunctcn How ml 
near Nlanches'cr 
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Obituary 


JAMES ERIC PATERSON 
MB Glasg,FRFPS 

Mr J E PatersoHj honorary consultant in neuro¬ 
surgery to the Scottish Western Regional Hospital 
Boardj died at his home in Rothesay on Oct 26 

He was the son of a doctor and graduated from Glasgow 
Umversity in 1911 as the most distmguished student of his year 
He spent some years in resident hospital posts, in general 
practice, and in junior staff appointments in surgery, gynaeco¬ 
logy, and -msstheucs before he jomed the R A M C to serve in 
France during the first world war After the war he returned 
to general practice and part-time speciahsm, and in 1920 was 
eleaed f R f p s 

In 1926 he was offered the post of visiting surgeon to 
Stobhill Hospital, Glasgow, at that time a poor-law 
institution with 2000 beds for the aged and the chrome 
sick This appointment required him to give up general 
practice but gave him no chance to build up a consultmg 
practice, and its acceptance meant a considerable financid 
loss A colleague relates 

“ To be poorly paid for tendmg the ‘ dregs of humanity ’ was 
no deterrent to this extraordinary little man From the 
apparent dross he extracted much gold and gained a breadth 
of eiqieriencc which few have achieved To suit his poor- 
risk pauems he developed muln-stage operauons He quickly 
learned tlie need for meticulous preoperative preparation and 
postoperative care and set up a specialised anesthetic service 
In the early ’30s his was a lone voice preachmg the gospel 
of biochemistry, and he used the, then, slight resources of that 
science to the full Blood-transfusions were commonplace 
in his work when they were seldom thought of else¬ 
where, and before the late war there was a blood-bank in 
Stobhill 

“ He was indeed a general surgeon, whose work ranged 
from the newborn to the geriatric patient and embraced all 
specialties His techmque was superb Watchmg him operate 
was like turamg the pages of a beautifully illustrated atlas of 
operanve surgery The neat, the precise, the anatomical 
attracted him, and he derived much pleasure from his practice 
of abdonunal and reconstructive surgery and from urology, 
but neurosurgery became his true love This specialty he 
developed step by step from zero, beginmng with attempts to 
relieve the hopeless cases admined to Stobhill for termmal care 
In less than ten years he changed his wards from what was 
derisively called the ‘ dcid hoose ’ to a teaching umt ” 

The worth of Paterson’s w’ork in neurosurgery was soon 
recogmsed, and he was appomted neurosurgeon to the 
Victoria Infirmary He conDnued to work there until the 
estabhshment of the neurosurgical unit at HiUeam m 
1940 When the National Health Service was started, 
he gave up general surgery—not without much heart- 
searchmg—and confined himself to neurosurgery 

EAT, once one of his students, wntes 

“ Two thmgs were noteworthy about Eric Paterson The 
first was that he was a great man With the culnvation of a new 
spcaalty he combmed modesty, enthusiasm, unimugated 
frankness about himself ev en more than about others, unvary- 
mg mitlifulness, and an uncanny habit of being right in his 
judgments These are not the quahties which produce an 
ov crblown reputation during a man’s lifetime, but they indicate 
the second noteworthy feature about him, which was that his 
greamess was not as widely known as might have been expected 
Instead he built a soUd foundauon of friendship, respect, and 
those ultunates in admiration—emulation and mutation He 
threw awav opportunities to be grandiose, he gave limelight to 
juniors, and he demanded no ceremony Such attributes a-e 


looked back on after years with love Even his faults were 
vernal, for tliough lus irascibihty towards foohshness was 
legendary he was never hurtful His mflucnce will outlast more 
brittle reputauons Nor for generations will the personal 
magneusm of the mm fade from the mmds of his pupils, and 
his pupils’ pupils for even longer the tradmons of the units 
they serve must reflect the imprint of his character " 

S A sends a physiaan’s tribute 

“ Wee Pat was really known and imderstood by only the 
surgeons This was entirely proper He belonged to them 
Mavbe physicians—second to none in their admiration for him 
—^hke to imagmc this frail httle man cast in a different role 
To them it seemed strange that a surgeon should flit through 
the world on tiptoe—eager, tireless, and radiant His face— 
specs and all—was a classic for the students sensiuvc to the 
physiognomy of intellect Few men revealed m their demeanour, 
voice, and gesture so vivid a spectrum of human emotions the 
tranquilhty of deep meditation, the turbulence of the exploring 
nund, the flash of anger, and the smoulder of despair But most 
memorable of all was his dazzlmg smile—wimpish and mis¬ 
chievous—transformmg the semor surgeon into a jubilant 
schoolboy, but eloquent too of his deep humamty James Eric 
was splendidly endowed with the attributes shared by the arnst 
and tne philosopher-surgeon he was m love with the world of 
beauty; and its glory and splendour were refleaed in his 
imagination Out of these his riches he gave abundantly to 
pauent and colleague alike they rejoice in his talents, they 
grew and were fortified by his example ” 

W G also wn'ites of the man as well as of the surgeon 

“ Wee Pat’s knowledge of surgical literature was immense, 
but surgery by no means filled his life He regarded the world 
with childhkc wonder so that all things were of interest to him 
In literature, poetry, biography, music, and philosophy he was 
astonishmgly well informed Botany and geology were his 
delight Si^mg was a pleasure with him ull it became too 
strenuous for his years, and then he turned to pamtmg 
CnticaJ as he was of his own efforts here, he developed his not 
inconsiderable talents to the full by his customary mtensc 
apphcation Because of all his interests he was self-contained, 
and boredom was unknown to him, but he loved to meet a 
fellow enthusiast and made many fnends through his 
hobbies 

“ In lus carher years his sensitivity and his enthusiasm 
made him a httle prickly and mtolcrant, but the passage of 
time wore away the sharp edges and left a benign, mature 
personahty as sumulaung as ever He had no ambition to 
Order other people’s lives, and as a committee man he was a 
self-confessed failure He could not tolerate scheming and 
lobbymg 

“ When be rcured many groups of fnends and associates 
gave him dinners and presentations The Wee Man was deeply 
touched and quite bewildered by these tokens His modesty 
had never allowed him to guess his own greamess nor to realise 
that he had gamed ‘ that which should accompany old age, 
as honour, Jove, obedience, troops of friends ’ ” 

Mr Paterson leaves a widow and two sons, one of whom 
is in general pracucc at Forres 

Mr C W KIMBELL 

G C S writes 

“ It was in the unpleasant circumstances of the 1940 cam¬ 
paign and then in captivity that Kim’s sterling quality of 
chararter showed itself in all its brilliant clarity His devoted 
care of the wounded prisoners and his unswerving loyalty to 
those who served wath hun were an inspiration to all SmaU 
wonder that he had a host of friends who remember «iw 
affection and admirauon his generosity and kindliness and ms 
inimitable conspiratorial chuckle To all those the vvorld is 
now a colder place ” 
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Notes and News 


WORLD HEALTH ORGANISATION 
At a meeting m Geneva of the WHO Executive Board, 
which opened on Oct 25,* Pr V Butrov (USSR) stated 
that the USSR would give 2 milhon roubles in 1961, m 
addition to its previous contribution, to the malaria eradication 
special account The Board decided to recommend to the next 
World Health Assembly that part of the cost of the malaria 
eradicanon programme should be financed from the regular 
budget The Board recommended a supplementary budget for 
1961 of 5800,000 This includes 5100,000 for WHO 
assistance to the Congo, a further 52,700,000 for the same 
purpose will be provided by the United Nations 
The Board commended Dr M. G Candau, the Director 
General of WHO, for the promptness and efficiency of 
WHO assistance, and requested that it should contmue 
They also thanked the International Committee of the Red 
Cross, the League of Red Cross Socienes, and Governments 
which had helped with the emergencv health programme 


MENTAL ILLNESS IN SCOTLAND 

At the end of 1959 * the total number of people m Scotland 
who were tmder care for mental illness was 20,682 (467 fewer 
than at the end of 1958) Of those in mental hospitals (includmg 
the State Mental Hospital at Carstairs) 14,022 were certified 
panents (922 fewer than at the end of 1958) and 6385 were 
voluntary pauents (472 more than at the end of 1958) The 
number of admissions (excludmg transfers) during 1959 was 
12,428 (990 more than m 1958) Admissions of voluntary 
patients increased by 1175 to 9977 (80'’(, of the total), but 
admissions of certified patients dropped by 188 to 2451 
8719 voluntary patients (1095 more than m 1958) left hospital 
durmg the year Disctoges of certified patients (mcluding 
discharges “by escape”) numbered 1935 (118 more than m 
1958) of whom about two-thirds w ere classified as ‘ recovered ” 

At the end of 1959, the total number of certified mental 
defectives was 8421 (98 more than at the end of 1958) Of 
these 5107 were m mstitutions and 2466 under guardianship 
Admissions of certified defectives to mstitutions durmg 1959 
numbered 445 (53 more than m 1958) 234 patients were also 
admitted on an informal basis and 29 patients were transferred 
from certified to informal status The number placed under 
guardianship was 111 (8 fewer than m 1958) 215 were dis¬ 

charged from compulsory detention (mcludmg those dis¬ 
charged “ by escape ”) 

A special study of readmissions durmg 1959 showed that of 
all admissions durmg the year 4480 (36%) w ere of patients with 
a previous admission 1139 were readmitted withm three 
months of last discharge, 886 (7%) withm six months, 624 
withm mne months, gnd 365 withm a year 


A NOVEL CLINICAL TRIAL 


The ethics of climcal trials can raise heated discussions 
wherever doctors meet, whether m lecture hall, laboratory, 
operatmg-theatre, hospital common-room, or students’ hostel 
Now, perhaps because his pseudonym covers a man with an 
F E-C S , Mr John Rowan Wilson has made a medical version 
of the dilemma of means and ends the centre of his novel, 
Dou&Zg Blind * 

A young bacteriologist is carrymg out on a tropical island 
a double-bhnd trial with a vaccme agamst a form of encephal- 
ins The trial is bemg financed by a German drug firm which 
hopes to patent part of the manufacturmg process The island 
IS an isolated primitive commumty under the tutelage of the 
Colomal Office In obtammg permission to carry out the trial 
m Its hospitals and dimes official channels have been by-passed 
Though the natives normally give their permission before 
receivmg the vaccme, it is unlikely that they reahse the sigm- 


1 Lancet Nov 5, 1960, p 1037 , 

■: Report of General Board of Control for Scotland for the year 195 
H M Stationery Office Cmnd 1160 1960 Pp 33 2j 6d 
a Ihe Double Blind John Rowan Wilson London Collins 196 
Pp 256 16i 


ficance of the request On the other hand, “ South Atlantic ” 
encpphahtis is an endeimc and dangerous infection and its 
control w ould be an enormous benefit to the commumty Tv^ o 
deaths occur vvluch may or may not be due to the vaccme 
A Cathohe priest complams The Colomal Office, uneasily 
aware of lapses in protocol, if not m morahty, send out a 
doctor to report on the trial 

This complex epidemiological situation contains many of the 
important issues which beset the conscience of the research 
worker It is further compheated by the tense personal 
relauons of the doctor, the bactenologist, and his wife Their 
personal problems are solved bj the novehst's mampulaaon 
of the plot The questions of general prmciple mevitably 
remam unsolved, but it is to their mtelhgent presentation that 
the book owes much of its unusual mterest 

BIOLOGICAL ENGINEERING SOCIETY 

The first scientific meetmg of this society was held on 
Oct 15 at the Nauonal Institute for Medical Research, Mill 
Hill In his openmg address. Sir Charles Harmgton drew a 
parallel between the state of biological engmeermg today and 
biochemistry half a century ago Perhaps m the years to come, 
he said, a fusion of the two disciplmes of biology and engmeer¬ 
mg might result m biological engmeerpig becommg as accept¬ 
able as biocheimstry today In the meantime, advances m 
biological and medical science depended greatly on advances m 
engmeermg and instrumentation, and the society was makmg 
a valuable contribution by enablmg biologists and engmeers to 
work more closely together Prof R F Woohner, the presi¬ 
dent of the society, thought it appropriate that this first meetmg 
should be held at the Institute, for its work and orgamsauon 
was a good example of the way m which engmeers could work 
together with biologists About 100 people attended the 
meetmg, and the programme of demonstrations was planned 
to give a cross-secnon of the subjeas which the society hopes 
to cover 

SPASTIC SCHOOL-LEAVERS 

One of the most useful quahties of voluntary orgamsations 
IS their refusal to leave fairly well alone The Bnash Council 
for the Welfare of Spastics, now that they are satisfied that 
there is no longer a general shortage of school places for 
spastics, have turned their attennon to the difficulues which 
these young people face when they go out mto the world * A 
pilot survev made by the council gives a depressmg picture 

Of 34 recent school-leavers only 9 were thought to be capable of 
becoming fully self-supportmg Though 7 of these were m work 
only 3 were m jobs with reasonable prospects None had received 
any trainmg Another group of 16 were described as ‘ doubtfully 
employable , and of these 5 were in jobs and 5 awaitmg trauimg 
None are ever likely to become financially independent The remam- 
ing 9 were expected to be unemployable 

Thus, m all, only 12 were employed and not m very satis¬ 
factory jobs The highest wage earned was £5 10s, and even 
those of average mtelhgence were domg work well below then 
capabihues Of the 22 who are not m jobs some are m mstitu¬ 
tions or awaitmg adrmssion Others five at home and some 
attend ofcupauon centres Some axe waitmg for trainmg All 
are thoroughly under-occupied and lack enough mterests 
to fill then days, and this leads to mental and physical detenora- 
non In or out of jobs, they seem to lack friends and social 
life Clubs for the handicapped do not attract them, for 
whether pracucable or not, they want tp go out to work like 
other youngsters They seem to lack reahsm about then 
capabihues and of standards m the outside world, perhaps 
because of the mevitably sheltered atmosphere of the schools 
m which they were educated 

The numbers jn the survey are small, and the Council offer 
the results not as a basis for recommendquons but as evidence 
of need. The results are a salutary remmder that, like the rest 
of us, the handicapped are hvmg longer and that the support we 
give them must be contmuous and flexible, keepmg pace wuth 
then changmg ages and cncumstances 

1 Annual report 1939-60 The address of the Gounod is 13, Suffolk 
Street, Haymarket London S W 1 
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Umvcrsitj of Cambridge 

On Oct 29 the following degrees were conferred 

AfD—-P A J Ball J H Culc, P C Gautier Smith, J C Kclsct, 
C G Rob (b> prov)), David Wise 
AIB—T J Willis 


University of Birmingham 
Dr R L Edwards has been appointed senior lecturer and 
first assistant in the department of obstetrics and gynscology 
University of Glasgow 

On Nov 5 the degree of M d was conferred on 'William 
Cullen (with commendation) and on Joseph Sluglett 
University of Queensland 

Dr T J Rcndlc-Shortj lecturer m child health in the 
University of Sheffield, has been appomted to the newly 
estabhshed chair of child health in this umversity 
Royal College of Physicians of London 
Dr K D Kcele will give the FitzPatrick lectures on Tues¬ 
day, Nov 29, and Thursday, Dec 1, at 5 p M , at the college, 
Pall Mall East, S W 1 His subject will be Evolution of 
Climcal Methods in Medicine 


Royal College of Physicians of Edinburgh 
A mceung of college was held on Nov 1, with Dr A Rae 
Gilchrist, the president, in the chair 
A Hill Pattison-Struthers bursary for 1960 has been awarded 
to Dr Philip Lanzkowsky and the Jean Hunter prize for 1960 
to Dr A W E Soysa 

The following were elected to the fellowship 
Eric jnmes M M Whiner, Keshavarao Krishnarao Darcy, H G H 
Richards, H R L Fraser, A B Hegarry, J S Robson, J A Lorainc, 
Tadcpalh Shamsunder Row, R C Jackson, Veira Schrire Agnes L Scorr, 
B C Sinclvir-Smirh, A C Kennedy, John Burler, K L Sruarr, Atrhut 
jarrerr A R Somner D S Nand, SLA Manuwa, J H Hurchison, 
D F Cappell, J H Walters, K \V Donald, A W Woodruff, Eric Samuel 

The following were elected to the membership 
C W Kidd, A P Mcikleiohn, R M Vanreenen, Krishna Rao Purohtr, 
H L DaMS R W McConnachie, Thambippillai Vamadevan, A R Adams, 
N R Young William McQuaker Scan O Reilly, L H Harris D G B 
Powell, David Jacobson, Elaine M Belton, Ralph Emery, J K Binns, 
Sheikh Muhammad Haneef, Ram Singh, G C Timbury, Joseph Gate 
Barry Lewis, Anand Mohan Sur, R G B \\ illiamson, Hamdy Mahmoud 
El-Saycd, Samir Mohamed Omar Hilal, Mookencherry Chtnan Mathews, 
A I Rae Frank Tsu Chang Hu David Burrous, Nedurochalil Markose 
Maihai Baboobhai Rambhai Patel B S David Achyut Govind Motiwalc, 
Peter Taylor, N P Burns, KishiuHingoram, J D Woolridge, Boon-Kheng 
Khoo, I R Lawson Pandramaial Narayanappa Krishnamurthy Khalid 
Haji Aboo Mitha Nalkundad Kyathappanavara Channappa, R A Osborn, 
DonaPnyalathaWiiesinghe, M D Bowie, Lotfy Labib Basra, Vishnukumar 
Gupta Erasmus Lynghdoh, M G Dunnigan, Iain Michie, Harischandra 
Ranasinghe, Ekpo Edct Eyo, Chcnniah Javaraya Bhakia Ram, Krishnadhan 
Dana, Susil Chandra Munsi Subrata Sen, Cheruveetil Kochukutty Gopi 
Mohammad Ata, J A Waddell, Bhim Sen Ghisaram Singhal, Chandidas 
Gupta, Joseph Levin, E S Garnett, Gulamabbas Juma Ebrahim, WHS 
George, J A McBrioe 

Hcbcrdcn Society 

Dr J J Bunim will give a Hcbcrdcn orauon on Fridaj, 
Dec 2, at 4 15 PM, at the 'Wellcome Foundauon, Euston 
Road, London, N W 1 His subject will be a Broadened 
Spearum of Sjbgren’s Syndrome and its Pathogeneuc 
Implicaaons 

North West Metropolitan Regional Hospital Board 
Ixird Mojmhan has been appomted chairman of this board 


Diary of the Week 


NOV 13 TO 19 

Monday 14th 

Postgraduate Medical School of Lovdon, Ducane Road, W 12 

Brian Ackner Depressive Illness—amical Syndrome and 
Treatment 

Institute of Dermatology, Lisle Street, W C 2 
5 r M Dr P D Samman Eccrinc and Apocrine Glands in Health and 
Disease 


Tuesday, 15th 

Univxrsity College, Gouer Street, WC 1 
5 30 P At Prof J H Giddutn Pharmacological Annijsjs of Tissue 
Extracts 

British Postgraduate Medical Federation 
5 30 P M (London School of Hjgicnc and Tropical Medicine, Keppcl 
Street, \V C 1 ) Dr K S Kirb> Nucleic Acids and Cancer 
Institute op Obstetrics 

3 pm (Hammersmith Hospital) Dr Helen Pa>ling Wright Varicose 

Veins in Pregnancy 

St Mary s Hospital Medical SatooL W 2 
5 pm fright Fleming Institute) Prof Norman Moms Human 
Rchiions in Obstetrics 

West End Hospital for Neurology and NnuRosuRCCRy, 91, Dean 
Street, W I 

5 30 p M Mr G C Knight Trigemm'il neuralgia 
Royal Army Medical College, Milibank, S W I 
5 pm Dr Wilson, p msT P Nuclear Physics 
Leeds Neurological Scicncls Colloquium 
515 PM (General Infirmary at Leeds) Dr Bertram Sclvcntonc 
(Boston) Modern Treatment of Gliomis 
Manchester Medical Society 

4 30 PM (Medical School, Umversity of Manchester) Mediant 

Dr J J Bunim (Bethesda) Alkaptonuria and Ochronosis 

Wednesday, 16th 

Postgraduate Medical School of London 
2pm Dr a L Greenbaum Fat Metabolism 
Institute of Dermatology 

5 30 p At Dr Henry Haber Clefts, Vesicles, and Bulla: 

Institute or Diseases of the Chest, Brompion, S W 3 

5 P At Dr J N Patlinson Abnormalities of the Mediastinum 
Royal Society op Medicine, 1, Wimpole Street, W 1 
8 15 P At General Practice Dr G J Watson, Dr Samuel LcfT, Prof 
C H Stuart Horns Infectious Diseases Today 
Harveian Society ^,. 

8 15 P At (Joint meeting with the Osier Club nt 11, Chondos Street w 1) 
Dr A White FranUin, Dr Mounce Long, Dr T F Cotton, 
Sir Geoffrey Keynes, Mr A Dickson Wright Harvey and Osier 
UNUERsm OF Leeds 

5 P At (General Infirmary at Leeds) Mr G W Theobald Gynaco 
logical Pam 

6PM Mr J B Farquhar Third State of Labour 


Thursday, 17th 

Royal College of Physicians op London, Pall Mail East, S W I 

5 P At Prof D V Hubble The Endocrine Orchestra (Longdon Brown 

lecture) 

British Postgraduate Medical Federation _ 

5 30 p M (London School of Hygiene and Tropical Medicine) Dr J t- 
Kendrew The Structure of Proteins 
British Institute or Radiology, 32 Wcibcck Street Wl 
8PM Mr J B Massey Mrs J J Gough Dr Walter Shanks Dr A M 
JcUifTc Role of Moving Field Techniques m Trcitmcni 
High Energy Radiation , 

Nutpield Orthop/edic Centre, Wingfield Morns Orthopedic Hospital, 

8 30 PAi Mr J Crfl'sford Adams Xschio Femoral Arthrodesis lor 
Osteoarthritis and Tuberculous Arthritis of the Hip 
Manctiester Medical Society 
8PM Sir Robert Macintosh A Trip to Russia and China 
Honvman Gillespie Lecture . . , . 

5 PM CUm\ersity Nc\v Buildings, Teviot Place, Edinburgh) rmi 
T N A Jcffcoatc Funaional Disorders of the Femaltf Bladocr 
and Urethra 

UNlVERSm OF St ANDRE\^S , . 

5PM (Physiology Department, Queen s College Dundee ) Mr l 

Py ran Use of the Loops of Small and Large Intestine in Ufologicai 
Surgery 


Albert Lasker Grants 

The American Public Health Associauon have awarded 
grants to Dr F H C Crick, of Cambridge, and Dr M H F 
Wilkms, of London, for their work on processes govermng 
hcrcditv in living cells and viruses, and to Prof Lionel Penrose 
for Jus contribution to the development of human genetics and 
Jus findings on the effect of nuclear and other radiation on 
human bemgs and their offspring 


On Wednesday, Nov 16, at 5 15 r M , at the Royal Free Hospital, 
Gra> s Inn Road, Ixvndon, W C 1, Sir William Jvlorrovv, physician 
to the Rojal Prince Alfred Hospital, Sydney, will speak on ulcerative 
colitis 


Viday, 18 th 

IniVTHSirv OF Lovnoi , 

5 30 r M (University College ) Prof M Westergaard (Copennagew 
Some rundimental Concepts and Problems m Molecular Genetics 
OVAL SoaETV OF MtDIClNT: „ 

5 30 r M Efidemiotosy and Preventne Aicdtane Dr E R Hargresics 
Epidemiological Studies in Com v all 
OVAL Mcmco-PsvaioLocicAL AssoaATio . 111 

2 15 PM (I Wimpole Street, Wl ) Dr Eliot Slater Hj-sterta 311 
(Maudslev leaurc ) 

OSTGRADUATE MmiCAI SOtOOL OF IXlVDO 
IOajvi Mr H Osmond Clarke Cervical Disc Lesions 
4PM Prof C E Dent Primsry HyperparathvToidum 
ACLT-n OF Radiologists 47 Lincoln s Inn EicMs, W C * 

4 30 r VT Prof R W Scarff Prognosis in Carcinoma of Inc urea 
(Skinner lecture ) 

LVHOUTII Medical Socim c . n-cv 

} 30 F V (North I nary House ) Dr Richard Asher See IIov. 1 re) 




Applications arc invnted for grants for research into diabetes 
mcUitus and assoaated diseases Funher particulars may be had 
from the scemtary of the research grants comnuttcc of the Associa¬ 
tion, 152, Harlcv Stree', London, W 1 


inturdny, 19th 

k)LLrCE or CrNTllAL Pfactitio ers 
21 30 A M (B M A House W C 1 ) D I-indscy Banen 
Advnscr (James Vlackcniie lecture ) 
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DISEASES OF THE BASAL GANGLIA 
THEIR RELATION TO 
DISORDERS OF MO^'EMENT• 

D DENNY-BROT^rK 

OB£,MD KZ,D^hil Oxon-^LLD Chon),F'R.CP 
PUTNAM PROFESSOR OF SEUEOLOQT, 

HAR'iARD MEDICAL SCHOOL, BOSTON, AL,SS 

I 

The term basal gangba has no prease limitation, havmg 
been used b> the older anatomists for the large gre\ 
masses at the base of the bram, mdudmg the opuc 
thalamus In the present century the thalamus has been 
excluded, and the use of term limited to the caudate 
nucleus, the putamen, and the globus palhdus For 
neuropathological reasons certam closelj related sub- 
thalarmc nuclei are often mcluded I shall not here discuss 
the mtncate, and m part disputed, mterconnection 
between these structures The most important of these 
are shown diagrammancallj in fig 1, uhich is designed to 
emphasise the reflex pathwat from the mtralarmnar (i i.) 
and centrum medianum (c m ) nuclei of the thalamus to 
the globus palhdus, putamen, and caudate nucleus, and 
the efferent connections of these nuclei with the sub¬ 
thalamic nucleus (s), the reticular formaaon of the 
midbram (M B R ), and the substantia mgra (s N ) Short 
pathuavs connea these scattered subthalamic structures 
with the important motor reticular formation of the bram- 
stem The caudate nucleus, putamen, and globus palhdus 
also receive pathways from v-anous areas of cerebral 
cortex The caudate nucleus contributes an important 
pathway’ to the lateral thalamus Though the basal 
gangha are closely mterrelated with the cerebral cortex m 
this way, they presene both structure and funcnon m 
Its absence This mdependent reflex activity is respon¬ 
sible for much of the behaviour that distmguishes the 
decorticate firom the decerebrate animal 
Mv first objective is to define the degree to which 
diseases affectmg the different gangha produce consistent 
physical signs Before 1895 there was no hmt that damage 
to this region of the bram had anj specific effect, though m 
the time o<^ Hughhngs Jackson it was customary to regard 
the basal gangha as the seat of regulation of those simple 
spasms that remam when the cerebral cortex is destroj ed 
The first hmt that specific disorders of movement are 
related to limited disease of these gangha appears to have 
been the excellent description of congenital double 
athetosis by Anton m 1896, with the related scarrmg of the 
outer putamen on both sides The most convmcmg 
demonstranon, however, was the description of progres¬ 
sive lenticular degeneration by Kinnier Wilson (1912), 
providmg a dramanc demonstranon of the relation of hnu- 
ted lesions of these gangha to ngidity, distorted posture, 
and tremor Onlj then did the earher descnpnons of outfall 
of nerv e-cells m the globus palhdus m paralj sis agitans by 
Jelgersma (1908), and the comparable atrophv of the 
caudate nucleus m Huntington’s chorea described by 
Al zh eimer (1911), assume real significance 

As had so often happened m relanon to climcophvsio- 
logical correlanon m cerebral disorders, the rush to stake 

lectures for 1960, delivered before the RovaX 
College of Ph}*sicians of London on Feb 23 and 25 
7160 


out claims on the anatomical terra nov a outran both the 
available phyrsiological philosophv and the necessarv 
neuropathological experience Indeed the Crooman 
lectures of Kfrmier Wilson (1925) are wholly dev oted to 
a sobenng cnncism of the massiv e superstructure that had 
alreadv burdened the topic The difiSculties that pervade 
the subject are denv ed from the v erv general nature of the 
pathological processes that affect these structures, the 
kaleidoscopic v anaaons m resultmg symptomatology, and 
the poorly understood part that the gangha play m normal 
cerebral function 

Hepatolenticular Degeneration 
The stnkmg demonstration of lenticular cavutauon in 
hepatolenticular degeneration (Wilson’s disease), though 
important m other respects, was most misleadmg m its 
tmphcation that the disease process was itself locahsed 
The widespread nature of the gliosis that accompames all 
forms of the disease (Hall 1921) is now generallv recog- 
msed That the disease is an mbom error of metabohsm 
resultmg m accumulations of protem-bound copper m 
many organs, parucularlv the hver and nerv ous svstem, is 
also well understood Withm the nerv ous sv stem greatlv 
mcreased concentrations of copper are present m the 
putamen and thalamus, and to a less extent m the cerebel¬ 
lum and cerebral cortex (Cummgs 1948, Spillane et al 
1952, Cartwright et al 1954) The stnkmg improv ement 
that can follow removal of small amounts of copper from 
the body bv chelanon mdicates that, m some cases, a 



Fig 1—Diagram of the chief connections of the basal ganglia.^ 
The efferent svstems of the globus palhdus (g p putamen (p ), and 
caudate nucleus (c-n ) pass through the ansa lenticulans (a l ) to the 
ffd.ds of Forel (f f ) There thev reach the subthalamic nucleus (s ), 
the scattered nuclei of the imdbram renculum (m b R-), substantia 
nigra (s N ), and red nucleus (r.), with connecnons to the reticular 
nuclei of the pons (p R.) The reflex circuit has an afferent limb m the 
lenmiscus and ascending tegmental tracts (represented as a broken 
Ime) through the mtralammar (i L ) and central (cj.i) nuclei of the 
thalamus The midbram and subthalamic reticular nuclei receive 
terminations of the brachium conjunctivum (dotted line B a) 
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relatively small fraction may m time mterfere tvith vital 
enzyme function In the juvemle type such improvement 
IS unfortunately offset by other unloiown factors 

When the symptoms start after the age of 20 the disorder 
appears as flappmg tremors at the wrist and shoulders, 
which are absent at rest and provoked by movement The 
very diffuse ghosis of the nervous system that is then 
present makes it impossible to relate such incoordination 
to damage to any particular structure The tremor has 
some features m common with that caused by other types 
of damage to the midbram reticulum The fate of such 
cases IS usually determined by the seventy of the associated 
hepatic cirrhosis If they survive for long a generahsed 
mild muscular rigidity ultimately appears in all hmbs, 
predominantly m flexion, in assoaation with severe 
dysarthria and dementia There is then widespread fibrosis 
of the cortex, thalamus, and basal gangha 

In the juvemle types of Wilson’s disease mvoluntary 
movements of a different kind occur These are at first 
small involuntary lapses in posture At or about the same 
time the natural facial expression changes, the mouth is 
held more constantly open, and the eyehds bhnk seldom 
The changes m expression, assoaated with shght postural 
changes m the hands in the nature of overextension of the 
fingers (fig 2a), long precede the dysarthria and facile 
smile that were noted by Wilson Gradually the postures 
of the hmbs become more stiff—at first m walkmg, when 
they tend to overextension first on one side and then on 
the other—leading to an awkward clumsy gait A plastic 
rigidity is then apparent in the affected hmbs It is at this 
time that a slurred dysarthria is usually first nouced As 


the disorder progresses first one then the other arm 
becomes flexed in a hemiplegic posture, and the loner 
hmbs become more constantly extended As these 
postures develop, tremor usually appears In some paucnts 
the tremor is that of the adult type of the disease, a rapid 
altematmg flapping at the wrist and fingers In others it 
begms as athetosis, with slow swings from overextension 
of the hand to overflexion In this type the swing of 
movement may m time accelerate and make gradual 
transition into a parkmsoman type of tremor In most 
patients the swings of athetoid movement become slowed 
by mcreasing rigidity, the hand becomes more connnually 
flexed and the ankles overextended as part of the terminal 
hemiplegic dystoma that was illustrated so well m Wilson’s 
original description 

I should like to draw particular attention to the evolution 
of the termmal dystomc state in hemiplegic attitude, for 
this has, in my experience, been mvariably present when 
bilateral rarefaction or frank cavitation of the putamen has 
occurred In time there is yet a further change in the 
symptomatology, m the nature of lessening of the hemi¬ 
plegic rigidity, and us conversion into a state of mild 
general flexion (fig 26), with flexed wrists and extended 
fingers and ankles If the patient is hfted from the bed, the 
hmbs sail stiffen, resuming m some degree the earlier 
rigid hemiplegic posture (fig 2c) I shall later return to the 
significance of these postures, for they arc a key to much 
that IS obscure in the pathophysiology of the basal gangha 
Huntington’s Chorea 

It IS not necessary here to outhne the characterisucs of 
Hunungton’s chorea except to point out some disnncuvc 



rip 2—To show (a) the earl, abnormalities of posture in a patient of 16 bcplnnlni; 
to show slpni of hepatolenticular depeneratlon In (h) Is shown the posture 
»amc patient 4 > ear* Inter In an nd\ nnced Bta;;e of the disease (note the o\ erflexed 
wrist* with extended finRem) If the patient Is lifted from contact with the 
surface of the bed <c) all Hmbs stifTcn and the lower Hmbs extend 


Hk 3—^To show(Q) the extreme atrophy of the caud¬ 
ate nucleus (C.N ) and to a less decree of the middle 
third of the putamen (P ) In an odx anced stape of 
lluntlnfTton * choreaj and (b) the rlfld posture 
when such a choreic patient I* raised from the be 
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Fig 4—To show the ** mobae spasro " with athetosis of hands and lips (c and Z>) m 
double athetosis* In the terminal stage a ngid posture of extension of the lowtx 
limbs (c) and flexion of the upper limbs (d) replaces the “ mobile spasm ** 


fesmres of the mynl tmt^r y movements and postures The after birth- 


rarelTj parkmsonism The most charac¬ 
teristic choreic movements reflect only the 
usual earlv afiection of caudate nucleus and 
fixintal cortex. 

Double Athetosis 

The case selected by Vogt (1911) as the 
prototype of stnatal disease presented an 
unusuallv vrell-locahsed marbled scar m 
the outer segment of the putamen on both 
sides The dmical symptoms are usually a 
bilateral labile type of athetosis afiectmg all 
pans, but particularlv the hands, mouth, 
and neck, and present from the first year of 
life The conmnon is notv vrell recognised, 
and IS usualiv called “ douole athetosis ’ 
(fig 4a ana £>) The scar tissue appears to 
be a static inactive process IManr follow 
Courville (1953) in attnbunng it to anoxia 
at birth. In several cases there has been 
cimiTgr scartmg of the cerebral conex 
(Alexander 19-^), but there is no doubt 
that the lesion m the putamen can occur 
alone, and m assoaaaon with a bilateral 
mobfie tvpe of athetosis present from soon 
In many cases ngidity of the limbs appears 


movements are essentially labile and haphazard in distn- later, graduallv slowmg the athetosis to “ mobile spasm 


bunon. I have described elsewhere (Denny-Brown 1950) and leadmg ultimately to mtense flexion of the upper 


how the movements of the hands and arms graduallv hmbs and extension of the lower limbs (fig 4c and d) 


assume the swings of posture seen m athetosis, thou^ at 
a faster rate. This is first seen m walkmg The movements 
of the bps and jaw gradually develop the wider amphtude, 
with assoaatea mcoordmate action of the platysma 
musdes, that is a feature of double athetosis For a loi:^ 
time the limbs are hvpotomc, but the posture gradually 
becomes more stooped, and m late stages of the disease 
ngidity may appear, with more characteristic slower 
Ethetoid movements The posture is then a rigid hemi¬ 
plegic amtude, which is gr^tly mtensified by raismg the 
panent from contact with any surface (fig 3) The arms 
are strongly flexed, ana the legs and ankles stiffly extenued. 
This posture is the same as that mentioned as a late stage 
of Wilson’s disease 

VTien the onset is earlv, ngidity may be tne most 
prominent svmptom (Kehrer 192S) There is then dose 
resemblance to parkinsonism, mdudmg pfll-rolhng 
tremor of tne fingers (Fleiscnhacker 1924, Josephv 1936) 
In a few panents unmistakable parkinsonism devdops 
later m life (Chandler et aL 1950) though the lower hmbs 
are, m mv expenence, more often extended snfflv rJiBn 
flexed m the usual paikinsoman posture. Besides atrophy 
of ihs frontal cortex fflnnkage of the caudate nudei is 
almost universallv present, together with some loss of 
cells m the middle tnrr n of the putamen (Mane and 
Lheimitte 1914, Dunlap 1927) with pallor of the comco- 
stnate and stnopalhdal systems (fig 3) A condition of 
fibrous scamng of the putamen, called “ status fibrosus ” 
bv the \ ogts (1920) and Jakob (1923), has been found in 
Inc cases prese n ti ng ngiditv (Bielsch owsk v 1919, Terplan 
1924 Freund 1923) In some cases the degeneration 
extends to the globus palhdus and subtnalamic nudei 
The extrapvramidal manifestations of Huntmgton’s 
chorea, as wim Wilson s disease, are seen to form a 
spectrum of tvpes of movement disorder m relation to an 
evolvmg pathologv, ranging from earlv mvodomc twitch- 
mgs m some cases to torsion spasm and ngidits and, more 


When npdity has comphcated athetosis in this way the 
scartmg of the putam en is usually more extensive, but few 
cases have been analysed from tms pomt of new 
Dystonia Muscnlomin Defo rmans 
In Its progressive form, dystonia is the most striking and 
grotesque of all neurologic^ disorders The progressive 
small spasms of flexion of a lower hmb, or altemanvelv of 
tomcolhs, that are usually the first manifestanons m early 
childhoodj first appear as additions to movements such as 
walkmg Only when contmuous mamtenance of the 
abnormal posture occurs is the aystonic condition recog¬ 
nised. TTiough I have earher mdicated the essennallv 
athetoid character of the begmnmg of the msorder (Denny- 
Brown 1945), Its relation to athetosis is stiU overlooked, 
for the first signs are spasms in willed movement rather 
than mvoluntary movements. As the disorder progxKses 
new mtenmttent elements of athetoid spasm make their 
appearance, they are set up, like the first, by anv stimula¬ 
tion or attempted movement, but th^ gradually become 
more constant. The cumulative steadv spasm of flexion 
of proximal jomts has added to it extension of the fingers 
and toes, retraction of the jaw ana lordosis The later 
addition of mtenmttent spasm m antagomstic musdes 
followed bv conimued contracnon m antagomsts, leads to 
tne great deformitv Unless there is accompanymg 
spasnatv, the asymmetrical postures and movements can 
be profoundly changed bv altenng the areas of boav m 
contact with the bed or examining table. If the patient is 
Lfteo free from aU contact with the body surface, save for 
support under the axilla, the upper hmbs fiex and the 
lower hmbs extend m hemiplegic posture (fig 5) If 
movements have been m progress ihev cease when the 
child is suspended When the patient hes on one side the 
lowermost hmbs extend ana the uppermost fiex These 
c han ges mdicate that reflex effects from contact between 
tne bodv and supportmg surface are important factors m 
the produenon of the abnormal movements and postures 
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Fig 5—Dystonia musculorum deformans To show the abnormal attitudes and 
their modification by suspending the patient and by lying on a flat surface 
(Photographed at Wrentham State School, with kind pcrtmssion of Dr Carl Quinn ) 


Similar flevion postures cvcnniallj result 
from diffuse lipidosis of the jutenilc tjpe 
(Sjogren 1931, Watson and Dennj-Brown 
1953) Similarly in the Hallcrvordai-Spatz 
syndrome) where deposits of iron-containing 
pigment accumulate in the globus palhdus, 
thalamus, substantia nigra, and dentate 
nuclei, there results a diffuse rigidity of the 
hmbs in flexion, with or without athetosis 
It IS also notable that, both in this syndrome 
and in lipidosis, there is a liabihty to sudden 
jerks of the hmbs in flexion (m\o- 
clonus) as a prelude to the eventual postural 
change 

The Enigma of Parkinsonism 
The most common of extrapvramidal 
syndromes—parkinsonism—presents the 
most difficult problems in this whole 
group of diseases There is still no agree¬ 
ment as to the essential change in anatomical 
structure 


Dystoma is a symptom complex that has many causes, 
but the irregular and grotesque progressive deformity 
described above, with cumulative development in one body 
part after another, has not been clearly correlated with 
pathological processes other than status marmoratus, 
which closely resembles the lesion of double athetosis, but 
usually involves the thalamus and cerebral cortex in 
addition to the putamen Thomalla (1918), Wimmer 
(1921), Jakob (1932), and others have reported the lesions 
of Wilson’s disease in relation to relatively symmetrical 
dystonia Lethargic encephalitis was undoubtedly the 
cause of many cases of asymmetrical dystoma of parual and 
arrested types The cases of Cassirer (1929), Jakob (1923), 
Marinesco and Nicolesco (1929) and Laruelle and van 
Bogaert (1929) showed milder changes in the form of pallor 
of tlie globus palhdus and cell loss in the putamen There 
IS some possibihty that such cases are postencephalitic 

More Diffuse Lesions of the Basal Ganglia 
From the great variety of diffuse degenerative processes 
that affect the basal ganglia, I have singled out Wilson s 
disease, Huntington’s chorea, and status marmoratus as 
examples where rigid ’* dystonic ” states can be related to 
relatiNcly locahsed destruction of the putamen Before 
turmng to the problem of parkinsomsm, ue should briefly 
renew some of the other types of diffuse pathology that 
affect the basal ganglia These are all rare and obscure 
syndromes, and I shall here only comment on the type of 
mo\ ement disorder in relation to anatomical lesion 

Calcification of the basal ganglia (Fahr’s syndrome) is an 
affection of the walls of small blood-s cssels of these organs 
tliat mas reach considerable intensity, e\cn to the degree 
of MSibihty in skull X-rays (Fahr 1930), without neuro¬ 
logical symptoms There may or may not be associated 
hs-poparatln roidism (Sugar 1953) The neurological dis¬ 
order that c\ cntualh appears is a generalised rigidity, most 
commonK beginning in the lower limbs (Friische 1935, 
Chasans ct al 19-19), with or wathout athetoid movements 
Parkinsonism developed in middle life in the patients of 
Jakob (1923) and of Mexander and Tucker (1949) The 
calcification in such cases begins on the border between 
the putamen and globus palhdus In a remarkable familial 
case of mv colleacue, Dr Paul \ akov lev, such calcification 
resulted m dvsarihria wath intense ridigitv of all limbs in 
flexion 


The pallor of the ansa Icnticulans and related efferent 
pathways of the pallidum, and the progressive loss of cells in 
the globus palhdus and, to a less extent, the striatum, described 
by Jelgersma (1908) ard by Levvy (1913), have been found by 
many others (Lhermitte and Cornil 1921b, Biclschovvsky 1922, 
Jakob 1923, Foix and Nicolesco 1925) In 1919 Tretiakoff 
drew attenuon to some loss of cells in the substanua nigra in 
paralysis agitans, as well as to the severe destruction of this 
nucleus m postencephalitic parkmsonism This feature of 
die disease has gained greater emphasis in the past twenty-fne 
years (Hassler 19371 ind b, Benda ind Cobb 1942) Green¬ 
field and Bosanquet (1953) have confirmed scattered cellular 
changes in the locus cccrulcus of the pontine tegmentum, as well 
as m the substantia nigra, found earlier by Foix and Nicolesco, 
and by Hassler In his posthumous textbook on neuropathology, 
Greenfield (1958) states that the lesions in the globus palhdus, 
though constant and sometimes severe, arc " essentially those 
of senility ” 

Our own pathological material in the Boston City 
Hospital consists of 21 cases, 5 of them are clearly post- 
cncephabuc, 7 have atherosclerotic lacunar lesions in the 
putamen, and 9 could be clearly calssificd clmicallv and 
pathologically as idiopathic paralysis agitans Only 2 cases 
had been subjected to serial whole-brain sccuons, but 
muluple sccuons of the basal gangha and imdbrain of all 
the others were av ailablc for study 


All cases of parkinsonism exhibited some degree of pallor of 
he globus palhdus and the ansa lenticularis, in scaions stamcQ 
or my elm sheaths The correspondmg loss of ncrvc-fibrcs was 
nore impressive than loss of nerve-cells In paral}sts agitans 
he pallor was usually uneven, and foci of loss or thinning o 
nychn sheaths were parucularly evident in the outer pallidum 
icar the external lamina In NissI sections such foci were 
•cprcscnted by small inconspicuous areas of loss of cells Irom 
he otherwise evenly scattered pattern of pallidal cells In 
ases small concretions were present in the ground substance, 
lot dircctlv related to the foci Gliosis was mild in degree 
10 case was there anv evident disease of blood-vessc s, oUie 
han some mild sidcrosis in 2 cases (a change commonlv louna 
n the globus palhdus after middle life) In one patient « i 
lied after a head injurv all striopalhdal and 
ibres stained very poorh compared with the pallidal effer 
n the ansa lenticularis In the most sevcrclv affected caw 
he pallidal cells were shrunken and stained poorh, and tl cir 
ip.d content appeared to be increased in relation j 

n 5 cases, and doubtfulh in 2 the substantia "’P'? 
he small lesions described bv Hassler No cell or fibre 
i-as found in the nigra in 2 cases 
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Fig 6—Terminal stages of paralysis agitans, to show flexion dystoma 


The lesion of the globus paUi- 
dus IS desenbed by Bielschowsky 
(1922), and in det^ by Foix and 
Nicolesco (1923,1925), who called 
It “ paravascular degeneration ” 

It was regarded as the first stage 
of a change that later leads to more 
evident loss of tissue elements 
{fitat precribh), and later still to 
pencapiUary destruction of tissue 
{etat crible) It should be empha¬ 
sised, however, that m paralysis 
agitans with paravascular degen¬ 
eration no evidence of change m 
the walls of blood-vessek can 
usually be found If siderosis is present it must be an 
mdependent abnonnahty, for it can be severe m degree 
without produemg paravascular degeneration The pat¬ 
tern of tissue damage reflects some pecuhanty m the 
permeabihty of the smallest blood-vessels m this area, and 
IS common m the earhest stage of some of the metabohe 
diseases affectmg the basal gangha 

When atherosclerosis has afiected the vessels of the basal 
gangha, lesions of the putamen are more obvious than 
those of the globus paUidus Lacunes of softerung appear 
m the putamen surrounded by foci of etat cnble The 
chmcal state is then most commonly that of pseudobulbar 
paralysis, with or without damage to the mtemal capsule 
and cerebral white matter In 2 of our cases with typical 
parkmsonian tremor and attitude, mild crible lesions were 
hmited to the mtemal part of the putamen and outer 
globus palhdus Only assoaated atherosclerosis of the 
artenoles, and the presence of the cnble state m the 
putamen, then differentiate arteriosclerotic parkmsomsm 
of this type from what we would call true paralysis 
agitans The pencapdlary degeneration itself is more 
severe but otherwise closely resembles “ paravascular 
degeneration ” There may be small foa of similar 
paravascular degeneration m the substantia mgra, but 
these are not necessarily present Paravascular degenera¬ 
tion, I beheve, is not directly the result of atherosclerosis 
but is worsened m extent and degree by its presence The 
evidence for this will presented elsewhere The occasional 
cell mclusions that have been noted by Lewy (1923), 
Hassler (1937a), and Greenfield and Bosanquet (1953) m 
the substantia mgra have been found m the Boston City 
Hospital m aU types of case I am not convmced that they 
are a primary or specific change 

In my monograph m 1945 I made a sharp distmcnon 
between true paralysis agitans and arteriosclerotic 
parkmsomsm With greater experience I have to admit 
that this distmcnon is not absolute There is every degree 
of transmon At one end of the scale one can recogmse a 
slowly progressive gentle tremor at rest, with mild rigidity, 
that may begm m the fifth decade, wnth shght paravascular 
changes limited to the globus palhdus At the other 
extreme the marked rigidity and fixed hemiplegic posture 
of the pseudobulbar type is related to the “ lacunar ” 
state, with muinple small mfarcts of the putamen 
Between hes every conceivable relauve proportion of 
tremor and ngidity Thus artenosclerouc parkmsomsm 
may begm with ngidity, tome grasp, and tome foot 
response, with very httle tremor In this type the 
putamen appears to be mvanably damaged, and is perhaps 
first affected Yet rigidity can also occur wtth palhdal 
lesions A panent of mme, an 8 l-y ear-old man who had 


first developed typical parkmsoman ngidity and tremor 
twenty-one days before death, presented recent partial 
infarction (circumscribed pallor) of the globus palhdus on 
both sides There was no change m the substantia mgra 
Lhermitte'and Comil (1921a) ated a similar case 
The symptomatology of paralysis agitans consists of the 
well-known tremor and rigidity In the tremor the opposed 
thumb beats agamst the first finger, and is assoaated with 
tremor of the bps and tongue before other parts The soft 
yieldmg plastic ngidity of paralysis agitans appears first m 
the flexors of the upper limbs, and is assoaated with delay 
m imtiation of movement, though the relative degrees of 
bradykmesia and objective ngidity' are greatly vanable 
Seldom is it emphasised that m typical paralysis agitans 
the ngidity is mvanably assoaated with change m posture. 
Its preponderance m the flexor groups gradually leadmg 
to the stooped posture with flexed hmbs, fixed faaes with 
starmg eyes, and open mouth, by which parkmsomsm can 
be recogmsed m a photograph It is important also to 
emphasise that m the natural course of the disease the 
postural change gradually worsens imtil m a termmal stage 
all the hmbs are drawn mto a fixed attitude of general 
flexion (fig 6) The wnsts are then strongly flexed and 
pronated, the fingers are extended, and the ankles are 
plantar flexed Attempted displacement of any part away 
from this attitude then meets a mountmg resistance, and 
the part rapidly returns to its restmg attitude This 
termmal loss of plastiaty is assoaated with great lessenmg 
or loss of the tremor Speech is also lost or reduced to a 
mumble 

Studies of artenosclerouc parkmsomsm mdicate that 
the coarser the lesions of the external segment of the 
globus palhdus the more rapid has been the development 
of dystoma, with correspondmgly less evidenttremor Ifthe 
putamen is mvolved tremor may not occur, and the rigidity 
is then not only more mtense but also mvolves the extensors 
of the lower limbs and the flexors of the upper hmbs 
(hermplegic distnbunon) The pattern of ngidity as well 
as Its mtensity reflect the more lateral and lacunar lesions 

In postencephalitic parkinsonism, though the same tremor 
may be present, it is more often damped or abohshed by an 
mtense asymmetneal rigiditv The ngidity passes more 
rapidly mto the fixed attitudes of dystoma, leadmg to 
tomcolhs, scohosis, and grotesque postures of the hmbs 
On the side on which dystoma w as absent or delayed m 
appearance, the tremor tends to be more violent and more 
extensive than m paralysis agitans In addiuon vanous 
forced movements and compulsions, of which the 
oculogync enses are the best known, are pecubar to the 
postencephahtic state Like others, we at Boston have 
found a severe destruction of the substantia mgra m all 
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cases, but we have also found a difEuse pallor of the fibre 
systems of the globus palhdus Obvious nerve-cell changes 
in the globus palhdus or stnatum are seldom found, but 
small foa of lesser change are common More important, 
we have often found loss of the small thinly meduUated 
fibres entenng the external putamen from the external 
capsule, and the external lamina of the globus palhdus 
from the internal capsule, with or without paucity of 
striopalhdal fibres There is corresponding ghosis This 
inconspicuous change is of great significance m relation to 
the pronunence of symptoms of corticostriate and comco- 
palhdal disorder, and I shall return to it m my second 
lecture In the acute stages of lethargic encephahos 
destruction of the substantia rugra was commonly found 
in patients without parkmsomsm (Meyer 1923, Holxer 
1926) If 75% of the substantia nigra is destroyed in most 
cases of postencephahtic parkmsomsm, this stdl fails to 
account for the varied and complex disorders of motor 
function of that disease, and their delay m appearance 
Still less IS the similar symptomatology m paralysis agitans 
explamed by the mconstant meagre changes m the 
substantia nigra and locus coeruleus in that disease 
Focal Lesions of the Basal Ganglia 
The natural history of diseases that commonly affect 
the basal ganglia of the bram has been outhned m order to 
draw attention to their general tendency to produce 
mvoluntary movements that progress slowly to states of 
rigid mamtenance of abnormal attitude We shall now 
turn to the effects of acute destructive lesions, which, by 
contrast, produce strikmg disorders of attitude from their 
beginning 

Necrosis of the Stnatum (Putamen and Caudate Nuclei) 
Bilateral symmetrical necrosis of the caudate nucleus 
and putamen has been found in condiuons such as death 
from status epilepticus m children, when anoxic damage 
to small vessels is presumably the primary mechanism 
Marmcsco and Dragancsco (1929) descnbe this condmon 
after convulsions in a child aged 4*/, years, who survived to the 
age of 6 There was patchy laminar necrosis of the cerebral 
cortex, and only mild degenerative changes were found m the 
globus palhdus Until death the child lay m an unresponsive 
state without makmg purposeful movements There was 
complete absence of speech, and swallowmg was difficult At 
first the limbs were extrcmelj ngid m flexion, but they would 
extend with changes in posture, and athetoid movements were 
present Later rigidity was less endent when the child lay on 
a surface, though all the limbs were seimflexed, the wnsts 
pronated, the fingers flexed, the ankles extended, and the toes 
plantar flexed When the child was suspended m air, all the 
limbs became mtenscly ngid, tlie arms flexed, the hands 
clenched, the lower limbs extended, the ankles inverted, and 
the toes flexed This posture would persist as long as the child 
was suspended This phenomenon of the appearance of 
rigidirv when the patient is lifted from a surface is commonly 
called ‘ tlic Foerstcr s>’ndrome ” Foerstcr (1909), howcicr, 
described onl> the atonic type of ccrcbroccrcbcllar diplegia, 
and die extension of the limbs when suspended appears to have 
been first described b> Batten and \on Wxss (1915) 

Hawke and Donohue (1951) desenbed, in a 13'jear-o!d 
child, a similar complete bilateral necrosis of die whole corpus 
stnatum, caudate, putamen, and globus palhdus, which 
occurred dunng a ftbnic illness complicating outis media, 
wathout anx known episode of anoxia Dunng two months of 
surviial the child did not speak or respond to commands Tlic 
exes xxould folloxx the moxements of another person, and exen 
moxing objeas late in the surxixal penod The muscles were 
at first hx-potonic, but thex graduall} became stiff in flexion, 
panicularlj dunng passixe moxement Occasional mjoclonic 
tw Itching of muscles was obserx cd The remarkable phenom¬ 


enon of ngidity when suspended is not mentioned bj these 
workers Similar cases have been reponed by Verhaan (1938) 
Complete clmical and anatomical studies of cases of 
unilateral destruction of the putamen and caudate nucleus 
are equally rare I cannot here discuss in detail such a case 
m the collection of my colleague Dr Yakovlev, sufiice it 
to say that for the last ten years, before death at the age of 
25, the panent had presented a dystomc contracture of the 
right arm m flexion and the right leg in extension, with 
consistent flexor plantar responses There was a severe 
spasac dysarthria Mobile athetoid spasm of the hand 
had preceded the dystomc attitude of extended fingers, 
and flexed wrist and elbow Steck (1921) reported a similar 
case, though the dystoma was not fully described 
When bilateral partial cystic mfarcuon pf the putamen 
has occurred without damage to the internal capsule, the 
chmcal condmon has been that of pseudobulbar palsy (as 
first described by Richard Bright 1831) The pseudobul¬ 
bar state resulting from Wilson’s disease, and the con¬ 
dition resulong from manganese poisoning (Penalver 
1955, Berry and Bidwai 1959), have obvious features m 
common 

Necrosis of the Globus Palhdus 

One of the most strikmg lesions of the basal gangha is 
the symmetrical necrosis of the globus palhdus found m 
patients who have had an episode of coma as a result of 
inhalation of coal gas, or carbon monoxide, or occasionally 
nitrous oxide, and rarely m those who have had other 
types of asphyxic anoxia It can also follow mtoxication by 
carbon disulphide (Richter 1945) 

The pauent commonly recovers from the initial coma, and 
he may be discharged from hospital apparently completely 
teheved, or with only shght mental cordusion After one to 
three xveeks, he may ^en relapse into coma a second time, and 
succumb in that state Most often the delayed relapse presents 
as the onset of an akmetic mute state, with ngidity In other 
cases the relapse takes the form of renewed confusion in which 
elements of visual agnosia and catatonic postures are pronu- 
nent, presumably resulting from lesions of cerebral white 
matter In a few cases a mild parkmsoman rigidity makes its 
appearance withm six xveeks of recovery from the mmal coma 
I need not here discuss the many interestmg aspects of 
the neuropathology, which has recently been reviewed by 
Meyer (1958), whose earlier papers are among the most 
authoritauve Widespread patchy areas of corucal 
ischainuc damage may occur Their presence is to be 
suspected whenever mental confusion is persistent The 
lesion that concerns us here more particularly is necrosis of 
the globus palhdus It is commonly found when death 
has occurred soon after exposure, without recovery from 
coma, and it is usually bilateral and approximately 
S 5 mmetrical Some part of the globus palhdus, usually 
the most anterior part of the mtemal segment, is the site 
of a hxmorrhagic softemng, commonly occupjmg only a 
small part (10 to 20%) of the nucleus There is usually 
no mcrustation of the vessels m tlus early stage The 
necrosis is clearly secondary to vascular damage 

Where death has occurred after a delayed relapse, xxitli 
onset of akmesia and rigidity, the mfarct is usually larger, 
and It may involve the external segment or even poruons 
of the putamen An associated lesion of the substanua 
nigra has been reported (Hiller 1924) but is very rarely 
found In a few such cases evidence of cortical damage is 
very slight, and white-matter lesions have been absent 
Of 2 such cases followed closely in life, 1 showed an 
unvarying akinetic state for six montlis 
This 58-y car-old man was found m coma in a small unven- 
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Fig 7—CarVon-monoxide poisoning* (c) to show the fl<sed akinetic znnte stat^ (6) the 
absence of grasp response, fc) the small response to pmpnd: on the face, and (d) 
tight clo sur e of the mouth when lips w ei e touched. 


nlated hut, ■with a hurat-otrt braaer fire, 171160111 dumnev He 
lav unreSeaic for a dav bm thea made a rapid recoverv Eight 
days later he was able to speak to read a newspaperj and to 
travel &om Honda to Boston- On the math dav ne was fonnd 
to be verv dro'wsyj and he rapidly lapsed into an unresponsive 
state, ■with arms and legs moderately ngia in semiflesiorL His 
eves ■were open and they occasionally followed die movements 
of the esaimner He slowly scratched the face if pricked with a 
pm, bnt he gave no other reaction- The desp-tendoa reflexes 
■were present hut not mcreased. Both plantar responses ■were 
extensor Theface■was expressionless Swallowing ■was possible 
onlv if fimd ■was mtroduced far back mto the mouth. Any 
attempt to open the lips or month pasnvelv met mcreasmg 
resistance. The limbs ■were held contmuouslv m a semifiexed 
posture, the -wnsts were flexed, and the ankles extended. 
Because of mild plastic ngiditv, they resisted attempts to 
extend them passivelv The fingers were extended and ■were 
not ■used, except for a feeble brushing movement at a noxious 
stimulus to the face. There ■was no grasp response to a Ugnt 
stunuluSj but, occasionallv, after heaw strokmg, a feeble grasp 
■was obtamed. Such responses are illustrated m fig 7 from 
another patient who survived m an identical state for manv 
months but m whom necropsy was not obtamed. 

In the first patient examination of the bram showed the 
characteristic lesions of the ^obus palhdus There -was no 
lesion of the substantia mgra, or thhlamus, or other part of 
the extrapyrami dal system The cortex was virtuallv 
unaffected, but some patchy lesions in the frontal white 
matter of the orbital cortex were foimd on both sides, ■with 
a smaller lesion m the deep parietotemporal white matter 
In this case vascular lesions of two different stages were 
apparent, suppomng the hvpothesis that the lesion had in 
fact enlarged after the latent intervaL The occluded vessels 
were calcified m the area of more recent extension of 
softening 

In general small palhdal lesions have not been assoaated 
■with extiapvTamidal signs other than slowness m mination 
of movemenL The most intense akmesia and ngiditv has 
followed large lesions Where ngiditv m flexion has 
followed after a long mterval, I suspect that the lesion has 
enlarged because of delaved vascular changes, even after 
as long as seven years (.^exander 1*^42), and even fortv- 
mne y ears in the report of Yakovlev (1944) 


Focal Subthalarric Les'cms 

Discussion of the involuntary move¬ 
ments of hcrribantsmts resulting from 
lesions m the subthalamic nucleus ■will have 
to be omitted, except to emphasise that the 
charactenstic movement mvolves a rotary 
element at proximal jomts This rotary 
element also appears m the posthemiplegic 
chorea assoaated ■with some types of 
Th alami c lesion, and m the “ midbram ” 
tremor so ivell described by Holmes (1904) 
When progressive lesions affect the general 
region of the midbram tegmentum, rigid 
extension and internal rotation of all limbs 
eventually appears This is the most 
common type of “ decerebrate ngiditv ” 
encountered m man. Cathala (1922) has 
desmbed a unilateral example resultmg 
from tumour of the tectal r^on 

General Conclnsions 
In this necessarilT abbreviated account 
of the general aspects of the sympto- 
matologv of diseases of the basal gangha 
I have emphasised the diffuse nature of 
the pathologv of such diseases, and their 
general tendency to produce mvoluntary movements 
that grad uall y make transition to abnormal postures 
These two features are of speaal importance, for one 
of the most baffling asi>ects of these svndromes has 
been the inability of the physiologist to reproduce 
them, by surgical or dectrolvnc lesions It has not 
been appreciated that focal necrotic lesions of the 
putamen and globus palhdus can m man produce the 
terminal states that are seldom reached bv degenerative 
diseases of the same structures In partic ular I -would 
stress the akmetic mute state of general flexion of all limbs, 
■with pronaied w ri sts and extended fingers, that is charac- 
tensnc of severe destrucuon of the globus palhdus 
(“ palhdal syndrome ”) In milder degrees there is 
associated tremor of paxkinsoman type. In contrast the 
more rigid flexion of upper limbs and extension of the 
lower limbs, greatly mtensified bv suspending the patient 
free of contact with bodv surface, is charaaenstic of 
destruction of the putamen and caudate nucleus (“ stria¬ 
tal syndrome ”) Lesser degrees of this disorder are 
characterised by athetosis and “ mobile spasm ” With 
these two basic postural changes in imnd their physio¬ 
logical meaning, and the significance of the disorders 
of movement that are assoaated -with them, may be 
approached. 

(77-2 Tcfmr.^ zrU appear C ihi cid cj tki siccrj Uaza-c. ) 


" The more efficiaitsoaerr becomes at rapidly mothiving 
OUT environment and our -wavs of life the more nnprediccable 
are the responses of man to the new conditions of his own 
makmg In order to meet its pixofessioaal responsibilmes, 
medicme must add to its preoccupation with di ease the stuav 
of the responses of normal man to the rapidlv changmg environ¬ 
ment. It must supplement the knowledge of pathology with a 
new science which might be called biological technology At 
least, this is the conviction which has led me, a bacteriologist, 
to focus mv thoughts mcrecsmglT on the factors, external 
and mtemal, which condinon the response of iTKin to the 
microbes which are an ubiquitous part of his eaviroiiment.” 
—RexeJ Dubos-J Aircr ir d Ass 1960, 174,505 
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In a review of the possible causes of sudden death in 
infancy, Barrett (1954) suggested that of such cases 
“ perhaps the majority are due to the mhalation of 
regurgitated food mto the lungs ” The inhaled food 
might not cause death by directly obstrucung the air- 
passages an amount of nulk too small to cause immediate 
asphyxia rmght excite an inflammatory reaction accom¬ 
panied by pulmonary oedema, or the absorption of undue 
amounts of milk derivatives mto the blood-stream might 
cause a state of shock 

Such effects of inhaled food or vomit, if they occur, 
might be due either to an mherent toxicity of the inhaled 
material when it enters the body by this abnormal route, 
or to an anaphylactic type of reaction resulung from 
antigcmc sensitisation 

We present some experimental evidence which suggests 
that the second, but not the first, of these two mechamsms 
IS indeed a possible cause of sudden death in mfancy 
The hypothesis is that some infants may be m a hyper¬ 
sensitive state from the development of anubodies to the 
proteins of milk absorbed from the ahmentary tract 
Infants often regurgitate stomach contents while asleep, 
and should some of this material be aspirated mto the 
respiratory tract of an infant which has become hyper- 
scnsmie, the result might be fatal 

There is no doubt that most infants fed on cow’s milk 
develop antibodies to the proteins of the milk Gunther, 
Aschaffenburg, Matthews, Parish, and Coombs (1960) 
using a sensitive technique—the coated tanned rcd-ccU 
test of Boyden (1951)—showed milk anubodies in normal 
cluldrcn aged 7-97 weeks m a titre up to 1000 with a 
modal distnbution around a utre of 64 

There tlius seems to be ample cwdcncc that the majority 
of mfants are immumsed to some degree or other to the 
proiems of cow’s milk, and the possibility exists that 
these or other types of anubody may scnsiuse the ussucs 
of the infants Anderson and Schloss (1923) showed 
that in infants watli some tjpes of nutnuonal disorders, 
milk proteins were absorbed via the ahmentarj tract and 
that subscquentlj prccipiuns to milk protein could be 
shown in the infants’ sera, and these anubodies could 
scnsiuse gumcapigs passnely to anaph>laxis According 
to Clem (195S), up to 6°o of infants during the first few 
months of their li\ cs arc allergic to cow’s milk 

Pansh, Barrett, and Coombs (1960) showed that 
administrauon of milk over the glotus into tlie laiynx 
of unscnsiuscd consaous gumcapigs was for all intents 
and purposes wathout chnical effect On the other hand, 

• Elmore McJical Research Fellow, Unisc-sits of Cambridge 


a small amount of milk dropped into the larjnx of scnsi- 
nsed gumcapigs resulted in a charactcrisuc anaphjlacDc 
rcacuon often leadmg to death The rcacuon itself and 
the pathological findmgs in such ammals were tliosc of 
frank anaphylaxis and did not resemble those seen in 
human cot-death cases If, however, tlie gumcapigs were 
hghtly anxstheused—an experimental condiuon used to 
simulate the condiuon of the sleeping child—milk intro¬ 
duced mto the larynx had quite a different effea In the 
unsensiused gumcapigs there was no untoward effect, 
and even m the sensiused ammals there w'as a complete 
absence of the usual features of anaphylaxis seen in a 
conscious ammal Very soon after introduang the milk 
preparauons mto the larynx of an amsstheused sensiused 
gumeapig, die animal stopped breathing without anj signs 
of struggle Death someUmes occurred immediately, but 
the majority of ammals took deep breaths at 10-30-sccond 
intervals for a variable period Death was preceded bj 
a short period of more rapid breathmg, each respiratory 
effort being shallower than the precedmg one, imul, w'lth 
a final nose-twatching, the ammal died Others lingered 
for 20-60 minutes before death took place, or normal 
respirauon was gradually resumed Tlus sequence of 
events became recognised as charactcrisuc, and w’as 
reproducible on challenge of all die anicstheused scnsi- 
used animals The pathological findings in the ammals 
which died resembled those in human cot-dcadi cases 
In the present paper we have tried to rchte our expen- 
mcntal results more dirccdy to die condition in man 
(1) Sera from actual cases of cot deadi have been examined 
for their It’ el of milk anubodies, as shown by the coated 
tanned rcd-ccll test, m order to see if the distribution of 
levels IS higher, as would be expected, dian in randomly 
selected infants of comparable age (2) To test our 
hypothesis that the aspirated milk proteins originate as 
a rcgurgitauon from the stomach, experiments have been 
performed on anxstheused sensiused giuneapigs in wluch 
the stomach contents recovered from cases of cot death 
were introduced into the respiratory traCT Only stomach 
contents from mfants known to have been botde-fed at 
the ume of death wcic used (3) Experiments ha\c been 
performed to sec if die individual milk proteins can produce 
a lethal effect (4) The pathological findmgs m gumcapigs 
killed m this way arc compared with those in cases of 
human cot death 

Materials and Alcdiods 

These have been described m detail in nvo previous papers 
(Parish ct al 1960, Guntlier ct al 1960) 

Milk and Mtlh Proteins 

As National dried milk powder is the product gnen to the 
majority of bottle-fed infants, u was employed as the source 
of milk proteins in our previous studies In the present worh 
this produrt was again used as the sensitising antigen and the 
soluble proteins of the reconstituted powder used to coat the 
nnnic-acid-trcated red cells in the serological tests for mill 
anubodies 

Tlie isolated proteins of cow s milk—namely, casein, a-Iact- 
albumin, and p-lactoglobulin—were prepared as described by 
Gunther ct al (1960) and were kindly supplied by Dr R 
Aschaffenburg 
Testing Sera for /Intibodies 

The method was basically the coated tanned rcd-ccll tech¬ 
nique of Boyden modified as described by Gunther ct al 
(I960) The tanned rcd-cclls were coated by cxjaosing than 
to a 0 5', solution of protein antigen 
Sensiiisatwn oj Gutneapies and Challcnre 

Tlie gumcapigs each received ont intrapcntoncal injection 
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Fig 1—Titres of serum-antibody to cow’s mlU: proteins at t anoos ages m 24 cot- 
death* cases (X) and m 286 normal infants (•) 

A strict comparison of the two categories is not possible for the reasons stated m 
the test 


of 1 ml reconstituted milk pottder 2% w/t The moculum 
consisted of the soluble and msoluble material 
In eitpenments with human stomach-contents the animals 
were challenged on the 18th day after mjecaon In experiments 
with milk protems they were challenged on the 69th day 
Anesthesia 

Pentobarbitone (‘ Nembutal ’) was used as the anesthetic 
m a dose of 0 01 ml per 20 g body-weight given mtrapen- 
toneally The depth of anaesthesia was such that the comeal 
reflex was very weak or )ust absent and the pedal reflex, still 
present This was usually achieved m 15 mmutes after 
mjectmg the pentobarbitone 

Challenge via the respiratory tract —This was designed to 
mimic, as closely as possible, the accidental inhalation of 
regurgitated stomach contents by the sleepmg infant The 
method has been fully described and illustrated by Parish et al 
(1960) With the aid of a gag and an ill umin ated nasal specu¬ 
lum, the mouth was opened and the entrance to the pharvnx 
exposed While the tongue was depressed by a thm metal 
spatula, the milk or other challengmg antigen was mtroduced 
over the glottis from a specially shaped blunt needle attachea 
to a syrmge When the anim al inspired through the mouth it 
was possible to see the epiglottis which was the guide to the 
site of mjecnon With practice it was possible to deposit the 
milk drop by drop over the glotns so that it was inhaled even 
when the larynx was mvisible to the operator This procedure 
caused the minimum amount of damage to the respiratory 
tract 

Expemnental Study 
Serum Antibody Levels 

Usmg coated tanned red cells Gunther et al (1960) tested 
the sera of 286 normal children aged 7-97 weeks (fig 1) 
Nearly all the sera contamed measurable antibody to cow’s 
milk protems In distribution the mode fell around a titre of 
64 Approximately 4% had a ntre of 256, 1% a ntre of 512, 
and one serum had a titre of 1000 The plot of serum ntre 
agamst the age m w eeks of the child is shown m fig 1 

We have now tested sera from 24 cases of cot death for 
the ntre of antibodies to cow’s milk Only those cases of sudden 
death were mcluded which, on the pathologist’s report, could 
be considered as “ cot-death ” cases These infants w ere 
known to has e been bottle-fed at the time of death, and milk 
was found m their stomaclis at post mortem 

The serum ntres of annbody to coxy’s milk m the cot-death 
cases are also shown m fig 1 where the distnbunon can be seen 
m relanon to that found m normal infants 


The number of cases available so far is not 
sufiiaent for a final assessment, nor is the 
mode of selecnon m the two categones 
appropnate for a strict companson benveen 
the serum levels m normal infants and m the 
cot-death cases In the first place approxi¬ 
mately 32% of the normal infants were 
known to be mainly breast-fed at 6 weeks of 
age, while the cot-death cases studied were 
all bottle-fed at the time of death Moreov er, 
the blood from normal infants was collected 
under ideal condiuons and the sera frozen to 
—15°C withm 5 hours of bleedmg, while 
the blood from cot-death cases was obtamed 
post mortem and often had considerable 
preapitates which had to be centrifuged out 
before testmg However the high titres 
found m the sera of the majority of cot-death 
cases are m keepmg with the possibihty that, 
had these infants aspirated milk mto their 
respiratory tracts, a lethal hvpersensitivity 
reacnon, as seen experimentally m gumea- 
pigs, might have occurred 

We are not suggestmg that the level of 
serum antibody is necessarily a measure of 
the degree of sensitivity, although for the type 
of anaphylactic reacnon envisaged this cannot 
be excluded It does mdicate, however, that the mfants have 
received a considerable anngemc snmulanon with cow’s milk 
and are, for this reason, potennally sensinsed to these protems 

Effect of Stomach Contents on Sensitised Guineaptgs 
In our previous experiments (Pansh et al 1960) Nanonal dned 
milk was used as the material for challenge In the present 
paper we report a similar experiment but the matenal used 
was stomach contents from actual cot-death cases m which the 
infant’s last feed had been from the bottle This was used 
because, m the hypothesis we put forward, we beheve regurgi¬ 
tated stomach contents are the source of the aspirated matenal 
minatmg the lethal reacnon 

In this experiment both sensinsed and unsensiftsed (control) 
gumeapigs were hghtly antesthensed with an mtrapentoneal 
mjecnon of pentobarbitone Approximately 15 mmutes later, 
when the desired state of antesthesia had been reached, 
0 25 ml of a 1/2 dilunon of stomach contents (0 125 ml of 
the ongmal contents) was mtroduced mto the larynx Stomach 
contents from 4 cases of cot death were used The tenacious¬ 
ness of this matenal necessitated its dilunon with an equal 
volume of sahne to avoid mechamcal obstrucnon of the 
respiratory tract of the gumeapig, which is, of course, much 
narrower than that of tlie human infant The stomach contents 
were obtamed from dead infants aged 2, 4, 8, and 22 weeks 
The larger lumps found m the stomach of the oldest child 
were first broken down m a Gnfiith grmder 

TABLE I—CLINICAL EFFECTS OF INHALING STOMACH CONTENTS FROM 
HOMAN COT-DE-ATH CASES BY NORMAL AND BY PREVIOUSLY SENSITISED 
GUINEA-PIGS LIGHTLY ANIESTHEriSED TO SIMULATE SLEEP 


Challenge 


1 




with 

, Dose of 

Sensinsed 

Unsensmsed 

stomach 

diluted 

gumeapigs | 

gumeapigs 

contents 
of dead 

1 stomach 

! 





Reactions | 

Deaths | 

Reacnons ' 

Deaths 

infant 

A aged 2 
weeks 1 

B, aged 4 j 

0 25ml 

D D D D 4- — 

4/5 

-i.- 

0/5 

0 25 ml 

I>DI> T-J- 

3/5 


0/5 

weSts ' 

C, aged 8 ' 

0 25 ml 

D D D D 


4/4 

0/4 

weeks 




D aged 22 ! 

0 25 ml 

1 

D D D D-- 

4/5 


0/5 


D= death 

+ -r = severe respiratory embarrassment just msufScient to be fatal 
■{—^definite clinical disturbance but not severe 

— =one or ttso signs of respiratorj embarrassment but always 

mild 

— =no response 



1106 NOVEMBER 19, 1960 


ORIGINAL ARTICLES 


the lancet 


HYPERSENSITIVITY TO MBLK 
AND SUDDEN DEATH IN HVFANCY 

W E Parish * AM Barrett 

B A Cantab , B V Sc Lpool M D Cantab 

OF the department of pathology, CNIVERSITY of CAMBRIDGE 

R R A Coombs 

Ph D Cantab , M R C V S Edm 
DEPARTMENT OF PATHOLOGY, UNIVERSITY OF CAMBRIDGE 

Mavis Gunther 
M D Cantab 

RESEARCH WORKER, OBSTETRIC DEPARTMENT, 

UNIVERSITY COLLEGE HOSPITAL, LONDON, W C 1 

Francis E Camps 
M D Lond , D T M & H 

READER IN FORENSIC MEDICINE, DEPARTMENT OF FORENSIC MEDICINE, 
LONDON HOSPITAL MEDICAL COLLEGE, E I 

In a review of the possible causes of sudden death in 
infancy, Barrett (1954) suggested that of such cases 
“ perhaps the majority are due to the inhalation of 
regurgitated food mto the lungs ” The inhaled food 
might not cause death by directly obstructmg the air- 
passages an amount of milk too small to cause immediate 
asphyxia might excite an inflammatory reacuon accom- 
pamed by pulmonary oedema, or the absorption of undue 
amounts of milk derivatives mto tlie blood-stream might 
cause a state of shock 

Such effects of mhaled food or vomit, if they occur, 
might be due either to an inherent toxicity of the inhaled 
material when it enters the body by this abnormal route, 
or to an anaphylactic type of reaction resulcmg from 
antigemc sensiusation 

We present some experimental evidence which suggests 
that the second, but not the first, of these two mechanisms 
IS mdeed a possible cause of sudden death in infancy 
The hypothesis is that some infants may be in a hyper¬ 
sensitive state from the development of antibodies to the 
protems of milk absorbed from the ahmentaiy tract 
Infants often regurgitate stomach contents while asleep, 
and should some of this material be aspirated mto the 
respiratory tract of an infant wluch has become hyper¬ 
sensitive, the result might be fatal 

There is no doubt that most infants fed on cow’s milk 
develop anubodies to the protems of the milk Gunther, 
Aschaffenburg, Matthews, Parish, and Coombs (I960) 
using a sensitive techmque—the coated tanned red-cell 
test of Boyden (1951)—showed nulk antibodies in normal 
children aged 7-97 weeks m a titre up to 1000 with a 
modal distribution around a titre of 64 

There tlius seems to be ample evidence that the majonty 
of infants are immumsed to some degree or other to the 
protems of cow’s milk, and the possibihty exists that 
these or other types of anubody may sensiuse the tissues 
of the mfants Anderson and Schloss (1923) showed 
that m infants with some tvpcs of nucriuonal disorders, 
milk protems were absorbed via the ahmentarj tract and 
that subsequent!) prcapiuns to milk protein could be 
shown m the infants’ sera, and these antibodies could 
sensmse guincapigs passively to anaph>laxjs Accordmg 
to Clem (I'lSS), up to 6% of infants durmg the first few 
months of their hv es are allergic to cow’s milk 

Parish, Barrett, and Coombs (1960) showed that 
administrauon of milk over the glottis mto the larynx 
of unscnsiuscd consaous gmneapigs was for all mtents 
and purposes without clmical effect On the other hand, 

* Elmo'c MedicJ Research Fdlosv, Unis ersity of Cambridge 


a small amount of milk dropped into the larjm of sensi¬ 
tised gumeapjgs resulted m a characteristic anaphv lactic 
reaction often leadmg to death The reaction itself and 
the pathological findmgs in such ammals were those of 
frank anaphylaxis and did not resemble those seen in 
human cot-death cases If, however, the gmneapigs were 
hghtly antesthetised—an experimental condiuon used to 
simulate the condition of the sleepmg child—milk intro¬ 
duced into the larynx had qmte a different effea In the 
unsensiDsed gmneapigs there was no untoward effea, 
and even m the sensiosed animals there was a complete 
absence of the usual features of anaphylaxis seen m a 
conscious animal Very soon after mtroducing the milk 
preparauons mto the larynx of an anaesthetised sensitised 
gumeapig, the ammal stopped breathmg without any signs 
of struggle Death sometimes occurred immediately, but 
the majority of ammals took deep breaths at 10-30-second 
mtervals for a variable period Death was preceded by 
a short period of more rapid breathmg, each respiratory 
effort bemg shaUower than the preceding one, until, with 
a final nose-twitchmg, the ammal died Others Lngered 
for 20-60 minutes before death took place, or normal 
respiration was gradually resumed This sequence of 
events became recognised as characteristic, and was 
reproducible on challenge of all the anTsthetised sensi¬ 
tised animals The pathological findings m the animals 
which died resembled those m human cot-death cases 
In the present paper we have ined to relate our expen- 
mental results more directly to the condition m man 
(I) Sera from actual cases of cot death have been examined 
for their lev el of milk anubodies, as shown by the coated 
tanned red-cell test, m order to see if the distnbuuon of 
levels is higher, as would be expected, than m randomly 
selected infants of comparable age (2) To test our 
hypothesis tliat the aspirated milk proteins originate as 
a regurgitauon from the stomach, experiments have been 
performed on anaisthensed sensitised guineapigs m which 
the stomach contents recovered from cases of cot death 
were introduced into the respiratory traa Only stomach 
contents from infants known to have been bottle-fed at 
the ume of death vveie used (3) Experiments have been 
performed to see if tlie mdividual milk protems can produce 
a lethal effect (4) The patliological findmgs m guincapigs 
killed m this way are compared witli those in cases of 
human cot death 


Materials and Methods 

These have been desenbed in detail in two previous papers 
(Parish ct al 1960, Gunther ct al 1960) 


MM and Milk Proteins 

As Nauonal dried milk pow der is the produa gn cn to the 
majont) of bottle-ftd infants, it was cmplo>ed as the source 
of milk protems in our previous studies In the present work 
this produrt was agam used as the sensiusmg anugen and the 
soluble protems of the reconstituted powder used to coat die 
tanmc-acid-ucated red cells m the serological tests for nulk 


antibodies 

The isolated proteins of cow’s milk—namely, casein, a-laa- 
albuimn, and p-Iaaoglobulin—were prepared as desenbed b> 
Gunther ct al (1960) and were kindlj supplied b> Dr R 
Aschaffenburg 


Testing Sera for Antibodies 

The method was basicall) tlie coated tanned rcd-ccll rcch- 
mque of Bo)dcn modified as described bv Gunther ct al 
(1960) The tanned red-cells were coated b> cxjxising them 
to a 0 5% solution of protein anugen 
Sensitisation of Gmneapigs and Challenge 

The gumcapigs each received one intrapcntoncal mjccuon 
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Fig 1—ntxes of serum-antibod\ to cow^s mill: proteins at various ages in 24 * cot- 
death cases (X) and in 2S6 normal infants ( • ) 

A strict companson of the two categories is not possible for the reasons stated m 
the test 


of 1 ml reconstituted milk powder 2% tt/r The moculum 
consisted of the soluble and insoluble material 
In experiments with human stomach-contents the animals 
were challenged on the 18fh day after mjecaon In experiments 
with milk protems they n ere challenged on the 6bth dav 
AruBSthesja 

Pentobarbitone (‘ Nembutal ’) was used as the anaesthetic 
m a dose of 0 01 ml per 20 g body-weight given mtrapen- 
toneaUv The depth of antesthena was such that the comeal 
reflex was very weak or )ust absent and the pedal reflex stfll 
present This was usually achieved m 15 rmnutes after 
miectmg the pentobarbitone 

Challenge via the respiratory tract —This was designed to 
mimiCj as closelv as possible, the accidental inhalation of 
regurgitated stomach contents bv the sleepmg infant The 
method has been fuUv described and illustrated by Parish et al 
(1960) With the aid of a gag and an ill umin ated nasal specu¬ 
lum, the mouth was opened and the entrance to the pharvnx 
exposed. While the tongue was depressed bv a thm metal 
spatula, the milk or other chall enging antigen was mtroduced 
over the glottis ftom a speaallv shaped blunt needle attached 
to a svrmge When the anim al inspired through the mouth it 
was posaible to see the epiglottis which was the guide to the 
site of mjecnon With practice it was possible to deposit the 
milk drop bv drop over the glotns so that it was inhaled even 
when the larvnx was mvisible to the operator This procedure 
caused the minimum amount of damage to the respiratory 
tract. 

Experunental Study 
Servm Antibody Levels 

Usmg coated tanned red cells Gunther et al (1960) tested 
the sera of 286 normal children aged 7-97 weeks (fig 1) 
Kearlv all the sera contamed measurable antibodv to cow’s 
milk proteins In distribution the mode fell around a titre of 
64 Approximatelv 4% had a ntre of 256, l^o a ntre of 512, 
and one serum had a titre of 1000 The plot of serum ntre 
agamst the age in weeks of the child is shown m fig 1 

We have now tested sera ftom 24 cases of cot death for 
the ntre of antibodies to cow’s milk Onlv those cases of sudden 
death were mcluded which on the pathologist’s report, could 
be considered as “ cot-death ” cases These mfants were 
known to hat e been bottle-fed at the time of death, and milk 
was found m their stomachs at post mortem 

The serum ntres of antibodt to cow’s milk m the cot-death 
cases are also shown m fig 1 where the distribunon can be seen 
m relanon to that found m normal infants 


The number of cases available so far is not 
suffiaent for a final assessment, nor is the 
mode of selection m the two categories 
appropnate for a strict comparison betw een 
the serum let els m normal infants and m the 
cot-death cases In the first place approxi¬ 
matelv 32% of the normal infants were 
known to be mainly breast-fed at 6 weeks of 
age, while the cot-death cases studied were 
all bottle-fed at the time of death Moreover, 
the blood firom normal infants was collected 
under ideal condmons and the sera frozen to 
— 15°C withm 5 hours of bleedmg, while 
the blood from cot-death cases was obtamed 
post mortem and often had considerable 
preapitates which had to be centrifuged out 
before testmg Howeter the high ntres 
found m the sera of the majontv of cot-death 
cases are m keepmg svith the possibihtv that, 
had these infants aspirated milk mto their 
respiratorv tracts, a lethal hvpersensmvity 
reacnon, as seen expenmentallv m gumea- 
pigs, nught have occurred 

We are not suggestmg that the level of 
serum annbody is necessarilv a measure of 
the degree of sen'invitv, although for the tvpe 
of anaphylacnc reacnon envisaged this cannot 
be excluded It does mdicate, however, that the mfants hat e 
received a considerable anngemc snmulanon with cow’s milk 
and are, for this reason potennallt sensmsed to these protems 

Ejffect of Stomach Contents on Sensitised Ginneapigs 

In our previous experiments (Pansh et al 1960) Nanonal dned 
milk was used as the matenal for challenge In the present 
paper we report a similar experiment but the matenal used 
was stomach contents from actual cot-death cases m which the 
infant’s last feed had been from the bottle This was used 
because, m the hypothesis we put forward, we behet e regurgi¬ 
tated stomach contents are the source of the aspirated matenal 
imnanng the lethal reacnon 

In this experiment both sensitised and imsensmsed (control) 
gumeapigs were hghtly anssthensed with an mtrapentoneal 
miecnon of pentobarbitone Approximatelv 15 rmnutes later, 
when the desired state of antesthesia had been reached, 
0 25 ml of a 1/2 dilution of stomach contents (0 125 ml of 
the ongmal contents) was mtroduced mto the larvnx Stomach 
contents from 4 cases of cot death were used The tenaaous- 
ness of this matenal necessitated its dilution with an equal 
volume of salme to avoid mechamcal obstruenon of the 
respiratory tract of the gumeapig, which is, of course, much 
narrower than that of the human infant The stomach contents 
were obtamed from dead mfants aged 2, 4, 8, and 22 weeks 
The larger lumps found m the stomach of the oldest child 
were first broken down m a Griffith grmder 

TABLE 1—CLnUC-U, EFEECIS OF XXHALIXG STOSLACH COXTEXTS FROM 
HOMAX COT-DEATH CASES BV NORALAL AND BV PREVIOUSLV SEXSmsED 
GUEVEA-PIGS LIGHTLV AX^XTHETISED TO SIMULATE SLEEP 


Challenge 

ctomach 
contents 
of dead 
infant 


A, aged 2 
•%vee)ts 

B, aged 4 
wedts 

C, aged 8 

D aged 22 


Do^e of 
diluted 
stoma di 
contents 


025 ml 
025 mL 
025 mL 
025 ml- 


Sensittsed 

gumeapigs 


Reactions 


D D D D- 

DPD-— 

D D D D 
DDPD -- 


i Deaths 


45 

3/5 

44 

W5 


Unsensmsed 

gumeapigs 


Reactions | Deaths 


0;5 

0/5 

04 

05 


Scale of <event\ of ch-nT r ff] effects 
D —death- 

~ re^iratorv embarrassment jus^ insuffiaent to be fatal 

-=de2nitt dimcal disturbance but not 

^^t tiro 'igns of respjtaton embarrassment but always 
— —no response 
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In tlic unscnsmscd guincapigs no deaths^ and in the great 
majority of casts no efftets, were observed On the otlitr liand 
most of tht sensitised animals cvliibitcd the sjndromc already 
described and died silently, witliout any struggle, and in a very 
short umc Tlorcc animals recovered after a protracted period 
during which there were long spells of apnaa interrupted only 
by occasional ucak gasps One of tlie scnsiuscd animals 
was apparently unaffected The results are summarised in 
table I 

Ejfcct of Mill Proteins oil Sensitised Guincapigs 

In our earlier report (Pansh et al 1960) we recorded the 
level of milk antiboies and tlie clinical sensitivity to challenge 
witli milk at 27, 38, 64, and 92 days after a single sensitising 
injection Although in some animals tlic level of scrum-antibody 
appeared to fall with the passage of time the ammals were as 
sensitive chnicallv to the aspiration of milk on the 92nd day 
as they were earlier We wished to see if a similar lethal reaction 
could be produced by the individual component proteins of 
cow’s milk 

The guincapigs were sensitised as before by injecting intra- 
pcntoneally 2% w/v reconstituted National dried milk in a 
dose of 1 ml On the d9tlt day tlicy were challenged via the 
respiratory tract while under light anoisthesia with 0 25 ml 
of (a) the soluble proteins in 10% w/v reconstituted milk 
powder (approximatdy 1% soluble proteins), (fc) 1% casein, 
(c) 17o a-lactalbumin, or (d) 1% P-lactoglobulin The day 
before challenge each animal was bled and the serum sub¬ 
sequently tested for antibodies to reconstituted dried milk, 
and to the component protein with wluch the guineapig was 
cliallcngcd 

The results of the serological tests, and the chmeal effects on 
challenge are recorded in table H Casein, as might be expected, 
proved to be as effective as whole milk in producing lethal 
reactions In one of the previous papers (Gunther et al 1960) 
similarly sensitised guincapigs tested 17 days after injection 
had anubodies to a-lactalbumin but none to p-laaoglobulin 
In the present experiment no antibodies could be shown to 
a-lactalbumin 69 days after injection Clinically only very 
mild reactions were produced on challenging with a-hctalbu- 
min, but Witli p-lactoglobulin the reactions were as set ere as 
With casein or tvholc milk 


TABLE 11—^LEVEL Of SERUM ANTIBODY TO MILN I’ROTEINS ON 6 Dth 
DAY AITER INJECTION AND CHALLENGE 01 SENSITISED GUINEAIIGS 
WITH COMPONENT PROTLINS OP COW’S MILK 


Guinea 

P>R 

! 

ClnJlcnfcd 

with 

j Scrum nntibodj litre to 

Clinical 

effect 

on 

chill 

Icngct 

llcconst 

Natjoml 

dried 

milk 

1 

1 

Casein 

a lict 
albumin 

[i lacto- 
globulin 

-- 1 

1 

Soluble material 

16 




* 

2 

in reconstituted 

16 




D 

3 

Notional dried 

32 




1 -J k 

4 

milk* j 

16 




D 

5 

1 





D 

6 

j Cascint 1 

8 i 

16 

, 


t) 

7 


16 

16 



\ { 

8 

1 

12S 1 

61 



\ D 

0 


16 

26 




10 

i 

16 

16 



U 

j 

a locnlbummt 

8 


0 


■i 

12 ' 


32 

I 

0 


•4 



! 32 

1 

0 


-t 

11 ' 


8 


0 



‘5 1 


16 


0 



16 

(j lactoplobulmf 

16 i 


1 

0 

D 

17 


s . 




T i 

J8 


1 



0 

P 

19 


61 ! 



32 

P 

20 


61 



i 

P 


0 ImJKarci a ttirc 2 

Scale of »i<ncTit> of clmual clTevts—*ce nMc I 

* AtaJc up 10 « \—appfi xinnfels 1 «olutle protein 

♦ A I »otut\ n 

Of thirt% un5cn<iu cd (c\ ntroll anTjiheii'cd puinciplg^ chiUcnpcd v.uh 
t( lul le < r m I lul Ic milk prepifatJ >n\ fl ari^h et al l*J60) no rcawtu n 
uai I Hxmed m to cni% t nc oed a \cr> mild re i to n and tuo 
a m xJerare rrj'll n One animil died hut on etiuent jmesfication 
Tit oTt5 b on tT L ntJia olnt appeared to be a ruturall) 
ant/Sxl) to cow t milk p otcint lo a titrc of JO 



rig 2 —A bronchiole of nncc^ithctiscd sensitised guincnpifr which 
died soon after the introduction Into Its trochco of 0 25 ml of 
diluted (50%) stomoch contents from o cose of cot death 
(Hrcmatoxylin ond cosln X 120 ) 

The bronchiole is so full of desquamated cpitliclial cells tint in the 
photograph it is scarcely recognisable 


We have thus shown tint lethal reactions can be produced 
witli casein and p-lactoglobulin On the other hand only mild 
reactions were olitaincd with a-lactalbumin However, further 
guincapigs will have to be tested at different periods after 
sensitisation before this protein can be considered less noxious 
than die odicr two 

Pathological Pindings in Sensitised Guincapigs 

The hisiopathology of the lungs of sensitised guincapigs 
which died after inlialation, when ana,sdictiscd, of total 
reconstituted dried milk, or its soluble or insoluble fractions. 
Ins already been described (Parish et al 1900) All the changes 
observed in the lungs of similarly sensitised guincapigs which 
died after the inhalation of casein or p-lactoglobulin closely 
resembled those in the earlier experiments In those sensitised 
animals challenged with p-lactoglobuhn or casein, the chief 
features were generalised congestion with occasional areas of 
partial collapse, and serous exudate or adematous transudate 
Cellular infiltration in the adematous areas, or in die pen- 
bronclual, or penarteriolar connective tissue consisted clucll} 
of mononuclear cells Many of these were macrophages with 
variable numbers of Ijmpliocytcs and, in some animals, 
phsma-cclls, but there were few polymorphonuclear cells 
A common finding was the desquamation of large numbers 
of single, intact, apparently normal, epithelial cells of the 
bronclual wall into die lumen of the small bronchioles 

The histopadiological changes in the lungs of sensitised 
anxsdietiscd guincapigs which had died as a result of inlLiling 
small amounts of the stomach contents obtained from cot- 
death eases were similar to those obserecd in sensitised ammals 
inhaling milk Generalised congestion was usual, but there 
was onlj an occasional small area of oedema and little cellular 
infiltration The infiltrating cells were chiefly macrophages, 
though dicre was an increased number of polymorplionuekar 
Icucocitcs—more than observed in animals challenged bj mill 
The majoritv of the leucocjtcs were eosinophils, and in some 
preparations thev were found also in the pcribronchnl con¬ 
nective tissue There was some evidence that the bronchioles 
and arterioles had undergone contraction, but further stud} of 
this feature is required Man} of the mcdium-si/ed and 
smaller bronchioles contained large numbers of desquamated 
cells, sometimes these complete!} filled the lumen (fig 2) 
Rronchioles thus aficeacd could be found in all the Jung 
material, but the number varied from animal to animal 
Tlic traclica was usuall} congested and in some eases 
mfiltrited b} eosinophils, the cpitliehum of the trachea vva<- 
not desquamated 

The onsensilised —1 c , norma! nm.slhetiscd control guinea- 
pigs wluch had inhaled the stomach contents obnmed from 
the same human subjcels, and subsequent!} Idled b} an 
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overdose of pentobarbitone—had different histopathological 
changes in their lungs There were large areas of partial 
collapse and oedema, or serous exudate, infiltrated with 
moderate numbers of macrophages and polymorphs of both 
the heterophil and eosmophil type All areas of the lung were 
congested and there was an occasional small hamorrhage mto 
the alveoh The epithehum of the majoritj of the bronchioles 
was mtact, if it was not, the desquamation was in the form 
of sheets or strips of epithehum, and for the most part 
the mdividual cells were not detached from one another 
(fig 3) 

The differences m degree of oedema and cellular infiltratioa 
between the unsensmsed and sensitised gumeapigs challenged 
with human stomach contents probablj depend on the time 
that the irritant matenal remamed in the hvmg animal The 
majonty of the sensitised animals died withm 5 minutes, and 
all wnthin 10 min utes, whereas the unsensmsed animals were 
killed about 3 hours after challenge Prenous experiments on 
normal animals retealed that the mode of lalhng bj pento¬ 
barbitone did not cause changes of this tvpe 

The histopathological findings in sensitised gumeapigs, 
dymg after mhalation of milk protems, are very similar 
to those described and illustrated m cot death by Barrett 



Fig 3—Bronchioles of an unsensitised guineapig which was hilled 
3 hoars after recenong the same dose of the same stomach contents 
asfig 2. (H &E xl20) 

The introduction of the stomach contents was without clinical 
effect The upper bronchiole is nonnal, the bronchiolar epithelium 
of gumeapigs is normally more folded than that of man In the lower 
bronchiole, the lumen is occupied by strips of detached epithelium, 
but the appearance is different firom that in fig 2 


(1954) and Stewart (1957) The lungs of cot-death 
subjects are usually congested, and the engorgement of 
the capillaries is often accompamed by oedema, small 
haemorrhages, foa of partial collapse, and an mcrease m 
the number of macrophages m the alveoh The walls of 
the bronchi are infiltrated by lymphocytes and plasma 
cells, sometimes there are also smaller numbers of 
polymorphonuclear leucocytes Desquamation of the 
bronchial epithehum is commonly seen (figs 4 and 5) 
and IS often of the type described by Bodian and Heslop 
(1956), who thought that the presence withm the bronchi 
of large numbers of mdividual desquamated cells 
embedded m mucus wras characteristic of cot death, 
although It did not occur m every case 
All of these histopathological features of cot death 
were also seen m the sensitised anastheused gumeapigs 
winch died after inhalation of small amounts of milk, or 
of stomach-contents containing milk Perhaps the most 
significant common findmg was the presence of large 



Fig 4—Bronchiole from case or cot death, showmg lumen filled 
with desquamated epithelial cells (H & H. x 100 ) 


numbers of mdmdual mtact epithehal cells m the lumma 
of the bronchioles The appearance was the same as that 
described by Bodian and Heslop (1956) except that in 
the gumeapigs there vras httle if any mucus This differ¬ 
ence may be due to an anatomical difference between 
man and guineapig, for there are very few mucous glands 
m the trachea and bronchi of the gmneapig, and few 
goblet-cells m the epithehum Another difference 
between the human and the animal matenal is that m the 
gumeapigs no desquamation of epithehum was observed 
m the trachea, though it occasionally occurred m the large 
bronchi Desquamation of epithehum is, however, a 
common postmortem change, which would be expected 
to be greater m the human than m the anim al matenal 
because of the tmavoidably longer mtenal between 
death and necropsy 

Discussion 

Sudden death of infants is by no means uncommon, 
and the Registrar General’s data showed that m England 
and Wales m 1955, there w ere 1432 such deaths accountmg 
for 20 5% of the 6993 deaths between the ages of 2 weeks 
and 2 years (Banks 1958) 

The usual history* is that of a baby dymg m its sleep 
As a rule the babies are between 1 month and 6 months 
of age, though the mcidence appears to be highest at 
about 3 months These deaths are attnbuted by many 
to a fuhnmatmg mfecuon, although attempts to demon¬ 
strate a causal orgamsm, either bactena or virus, have 
been unsuccessful m most cases (Banks 1958) 



Fig 5—Bronchiole ot infant believed to have died of saSocaUon 
(H &E. xlOOI 

The epithelium is mtaa except at the top left, where it has 
become partially detached Such detachment often occurs post 
mortem 

x2 
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The most common foreign protems to which a baby is 
exposed are those of cmv’s milk, either as fresh milk, or as 
a preserved-milk product, which is also a constituent of 
propnetary preparations for infants It has previously 
been shown that babies may be sensitised to milk products 
(Anderson and Schloss 1923, Tallerman 1934) and this 
sensitivity may cause disease on contact with the milk 
antigen (Clem 1958) In the preliminary experiments, 
where exammation was made of the sera of normal babies 
between 7 and 97 weeks of age for agglutmatmg antibodies 
to cow’s milk, the large majority were found to have been 
“ immumsed ” to some degree or other, and their tissues 
were probably sensitised by some form of antibody as a 
result of this immumsation (Gunther et al 1960) When, 
as m fig 1, the antibody litres to milk m the serum of 
babies beheved to be typical cases of cot death are super¬ 
imposed on those obtamed from normal infants, it can 
be seen that m any age group the titres of the cot-death 
cases tend to be iugh when compared with the normal, 
mdicatmg that a considerable degree of sensitivity could 
be present 

In experiments performed on gumeapigs (Parish et al 
1960), which have been confirmed by the data presented 
m this paper, it was found that sensitised gumeapigs m 
an anssthetised state died after inhalation of milk protems 
Death was not typical anaphylactic shock as observed m 
the conscious state, but the animal, without any struggle, 
stopped breathmg either at once or after a brief episode 
of irregular respiration Animals not sensitised to milk 
could inhale up to 1 0 ml ivithout significant effect 
The histopathological changes followmg challenge of the 
sensitised animals had much m common with those 
described m cases of cot death m infants 

It has thus been demonstrated that sensitised animals, 
when unconsaous, can be killed quickly, silently, and 
without trace of struggle by the inhdation of whole milk, 
or, at least, by two constituent protems of milk, casern and 
P-lactoglobuhn 

It IS well known that babies frequently regurgitate 
small quantities of food durmg sleep and often leave traces 
on the pillow In our hypothesis it is suggested that 
inhalation of regurgitated matenal can mduce a lethal 
reaction, and that only small amounts need be aspirated 
The quantity aspirated by the infant may be of the order 
of 1 0 ml, on a companson of the weights of the test 
gumeapigs and cot-death subjects 

We have been able to show that many babies have some 
antibody to cow’s milk, and that gumeapigs with a sumlar 
serum-antibody level can be killed quiedy by aspiration 
of small quanuties of milk 

If the challenge agent m babies were food matenal 
from the stomach regurgitated durmg sleep, it had to be 
showTi that this matenal retamed its antigenic properties 
sufficiently to cause shock on contact with tissues sensi¬ 
tised to milk This was found to be so The stomach 
contents taken from 4 cases of cot death m which the 
infants were known to be bottle-fed, when inhaled m 
small amounts b> hghtls an-csthensed gumeapigs sensi- 
used to milk proteins, resulted m death, quietlj and 
without struggle, m 15 of the 19 challenged animals The 
histopathological features were similar to those obsened 
m cot death of infants An equal number of anxstheu<;ed 
gumeapigs, not sensitised to milk proteins, which had 
inhaled the same stomach-content matenal displased no 
effects, or scarceh appreaable rcspiraton embarrassment, 
and there were no deaths 


These experiments provide a model of a possible cause 
of cot death m infants If the sertun level of annbodj 
IS a vahd mdication, the majority of babies are sensmsed 
to some degree to cow’s milk, and it is possible that a 
normal healthy baby may be put to bed, and, during its 
sleep regurgitate and inhale suffiaent material to cause 
an antigen-anabody reacaon m the sensitised tissue of 
the lungs, causmg physiological and pathological changes 
resultmg m the death of the infant 

Further mvestigauon of this problem is being under¬ 
taken An attempt is bemg made to prove that an antigen- 
antibody reaction has taken place m the lungs of such 
infants and that this reacnon is of sufficient magnitude 
to cause death The nature or the degree of the sensiUvitj 
may be an important factor, for the number of babies 
that have a substantial titre of arculating antibodies to 
milk IS large compared to the small number of cot-death 
cases, though another hrmtmg factor may be the frequency 
with which aspiration occurs Nevertheless, the fact that 
babies do become sensitised to cow’s milk proteins, 
and that inhalation of this matenal could conceivably be 
the cause of cot death in a young mfant, should be 
another mducement to breast-feed young babies where 
practicable 

Summary 

Experimental evidence is presented to support the 
hypothesis that cot death m infants may be due to an 
anaphylactic type of reaction consequent on the mhalanon 
of cow’s milk protems regurgitated from the stomach 
durmg sleep 

Serological tests show that most infants fed on cow’s 
milk develop anabodies to milk protems 

Experiments on anssthetised gumeapigs, sensiused to 
the proteins of cow’s milk, show that many such animals 
die rapidly and without strugghng when a small qqannty 
(0 25 ml) of (a) cow’s milk, (i>) stomach contents from 
cases of “cot death”, (c) a 1% soluuon of casern, or 
(d) a 1% solution of p-lactoglobuhn is introduced mto 
the air passages 

The histopathological changes m the lungs of the 
experimental animals resemble those found m cases of 
cot death 
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Recently we have shown that, when careful attention 
IS paid to technique, the recalcafied-plasma-clotting 
(R p c ) tune IS an accurate measure of m-vitro coagul- 
abihty (McDonald and Fullerton 1958a) With further 
experience of this techmque, m more than 200 samples of 
plasma, duphcate readmgs have given a mean difference 
of less than 3 seconds and a maximum difference of 7 
seconds A smooth non-traumanc venepuncture is 
essential When this is achieved the mean difference 
between samples obtamed from both arms m 15 patients 
was only 3 5 seconds, and m only 1 case was this difference 


TABLE I—^SIMULTANEOUS RPC TIMES (SEC ) IN BOTH ARMS 
VENEPUNCTURE UNSATISFACTORY IN ONE ARM 


Subject no 

Satisfactory 

arm 

Unsatisfactory 

arm 

Difference 

1 

103 

75 

28 

2 

124 

no 

14 

3 

130 

115 

15 

4 

87 

73 

14 

5 

127 

93 

34 

6 

147 

96 

51 

7 

in 

91 

26 

8 

137 

no 

27 

9 

U4 

59 

65 

10 

123 

103 

20 

11 

95 

47 

48 

12 

130 

113 

17 

13 

131 

116 

15 

14 

115 

93 

22 

Means 

120 7 

92 4 

28 3 


greater than 8 seconds, which we take as the upper limit 
of experimental error (McDonald and Fullerton 1958a) 
Difficulty m venepuncture shortens the R.P c time This 
is clearly shown m table 1 , which gives simultaneous 
RPC tunes for both arms m 14 patients The vene¬ 
puncture was satisfactory in one arm, m the other it was 
unsatisfactory m that tissue trauma was produced, either 
madvertently or by design It is seen that the readmgs m 
the samples obtamed by unsatisfactory venepuncture were 
consistently much shorter, the mean difference bemg 
28 3 seconds 

By this technique we have shown that (1) a high-fat breakfast 
containing 85 g animal-fat (bacon, eggs, butter, tea with milk 
and sugar) resulted m a pronounced shortemng of the k P c 
times measured 3 and 4 hours after the meal (McDonald and 
FuUenon 1958a), (2) a similar reduction occurred after 


TABLE n- GROUP I RECENT CARDIAC INFARCTION, PHENINDIONE, 

BED REST 


Subject no 

Fastmg 

3'/, hr 

Difference 

1 

' Z26 5 

117 5 

+9 

2 

! 163 

162 

-I 

3 

151 

143 

J-8 

4 

146 5 

133 5 

-rl3 

5 

134 

131 

-3 

6 

133 

136 5 

-3 5 


142 

131 

-rll 


177 

176 1 


9 

135 

146 

—8 

10 

160 

159 

-^1 

Means 

147 1 

143 5 

-^3 6 


approximately the same amount of vegetable fat (McDonald 
and FuUerton 1958a), and (3) the effect of the high ammal-fat 
breakfast was almost completely abohshed by a moderate 
amount of physical acnvity (McDonald and Fullerton 1958b) 
TTie object of the experiments reported here was 
primarily to assess the effect of therapeutic doses of 
phenmdione on this mcrease m coagulabihty foUowmg a 
high fat mtake 


TABLE HI—GROUP 2 NON-CARDMC DISORDERS, NO PHENINDIONE, 
BED REST 


Subject no 

Fasting 

3V hr 

Difference 

1 

104 5 

74 5 

-30 

2 

122 

74 

-L48 

3 

102 5 

69 5 

-33 

4 

125 5 

59 5 

4-66 

5 

111 

76 

-35 

6 

1115 

90 

-21 5 

7 

102 

72 5 

-^29 5 

8 

114 

102 

+ 12 

9 

116 

100 5 

+ 155 

10 

107 ; 

86 

+21 

Means 

in 6 

80 4 

+312 


Clinical Material and Methods 
The methods used m these experiments and the details of the 
anim al-far breakfast (fat content, approximately 85 g) have 
been described previously (McDonald and Fullerton 1958a) 
Four groups have been studied m this way 

Group 1 10 mpauents at rest m bed, with recent cardiac 
mfarcnon, treated with phenmdione for penods varvmg from 
4 to 18 days 

Group 2 10 mpatients at rest m bed, with non-cardiac 
disorders, and not treated with phenmdione 

Group 3 10 outpatients with previous cardiac infarction 
who had had long-contmued therapeutic doses of phenm¬ 
dione for penods varymg between 12 and 45 months 
Group 4 10 outpatients who had had a cardiac infarction 
and had received 1 mg phenmdione daily for penods rangmg 
between 20 and 41 months This group w as drawn ftom the 
controls m the Medical Research Council (1959) tnal 
of long-term anticoagulant administranon after cardiac 
infarction 

The subjects m groups 3 and 4 were allowed to undertake 
some physical activity, m contrast to the subjects m groups 


TABLE IV—GROUP 3 OLD CARDUC INFARCTION, PHENINDIONE, 
AMBtnjINT 


Subject no 

Fasting 

3'/ hr 

Difference 

1 

148 1 

146 ! 

t2 

2 

123 1 

125 5 1 

-25 

3 

144 , 

119 5 

-5 5 

4 

187 

174 

+ 13 

5 

140 

134 

-6 

6 

188 5 

176 

+ 125 

7 

144 5 

139 

+5 5 

8 

127 

134 

-7 

9 

141 

141 5 

-05 

10 

130 

131 

-1 

Means 1 

147 3 

145 

+23 


1 and 2 who were confined to bed both dunng and for several 
days before the experiment They reached hospital by 
walkmg varymg distances and by usmg pubhc transport, and, 
after the high-fat breakfast had been taken, they were allowed 
to walk short distances from tune to tune m the ward corridors 

In groups 1 and 3 the one-stage “ prothrombm-tune ” was 
mamiamed at 2 to 2'/- tunes the control level, whereas m 
group 4 It was wathm the normal range No patient m group 

2 had a disorder hkely to be associated with an abnormahtv of 
blood coagulanon 

In addiQon to estunanons of the r p c tunes, the degree of 
hptemia m each sample of plasma was measured by assessmg 
the turbidity by a modification of the method described by 
Schwartz et al (1952) Direct measurement of light trans¬ 
mittance was obtamed with a Spekker photoelectric absorptio- 
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TABLE V —GROUP 4 OLD CARDIAC INFARCTION, 1 MG PHENINDIONE, 
AMBULANT 


Subicct no 

Fasting 

3'/. hr 

Difference 

1 

116 

116 

0 

2 

102 

92 

+ 10 

3 

152 

130 

+22 

4 

124 

97 

+27 

5 

138 

117 

+21 

6 

145 

125 

+20 

7 

139 

118 

+21 

8 

130 

1105 

+ 195 

9 

1165 

96 

1 +20 5 

10 

105 

98 5 

+ 6S 

Alcans 

126 7 

no 

+ 16 7 

i 


TABLE VI—MEAN PERCENTAGE INCREASE IN TURBIDITY AND REDUCTION 
OF R P C TIME (sec ) IN THE FOUR GROUPS 


Group no 

Increase m turbidity 

Reduction in R r c time 

1 

205 

36 

2 

337 

31 2 

3 

80 

23 

4 

123 

16 7 


meter and expressed as the direct scale readmg Glass cuvettes 
svith a 2 mm light path and a blue filter (Ilford Spectrum Blue, 
602) with maximum transimttance at 4700 A were used 

Results 

The results are presented m tables ii-v, which show 
the RPC times of all the subjects fastmg and during the 
phase of hpsEinia SVa hours after the meal It is seen that 
in subjects m groups 1 and 3 who were receivmg thera- 
peuac doses of pheiundione, the fastmg R p c times were 
shghtly prolonged but the high-fat meal had no con¬ 
sistent effect on the rpc tunes durmg the hpamuc 
phase 3Vs hours after the meal In group 1 the greatest 
reduction was only 13 seconds and the mean reduction 
3 6 seconds In group 3 the corresponding figures are 13 
seconds and 2 3 seconds In group 4, receivmg only 1 mg 
phemndione daily, the results were strikingly different 
In 8 of the 10 subjerts the R p c times 3 V 2 hours after the 
high-fat meal were considerably shorter than the readmgs 
dunng fasung, and the mean reducuon was 16 7 seconds 
This result is similar to that found in a group of 16 
students who undertook httle physical acuvity after the 
high-fat breakfast (mean reducuon 23 8 seconds) (Mc¬ 
Donald and Fullerton 1958b) In group 2 the mean 
reduction m R P c Ume 3Vj hours after the meal was suU 
greater—31 2 seconds This is similir to the results found 
pretiouslj m 11 subjects confined to bed, m them the 
mean reducuon m R P c ume 3 hours after the high-fat 
breakfast was 39 seconds, and at 4 hours 35 seconds 
(McDonald and Fullerton 1958a) 

Discussion 

The results demonstrate that the mgesuon of a high-fat 
breakfast b% patients receiving therapeuuc doses of 
phemndione (groups 1 and 3) docs not produce the 
acceleration of the RPC ume found m subjects not 
rccciMng this drug (groups 2 and 4) So far as we know 
this acuon of phemndione has not been demonstrated 
prcMOUsU, Its mechamsm is obscure Clearly, however. 
It docs not depend cnurcl> upon an alterauon m the degree 
of phsma turbidirj durmg the lipunuc phase Table vi 
shows the mean pcrccntTgc increase in turbiditj 3'/- hours 
after the high-fat meal, and the mean decrease m the 
RPC time m the four groups of subjects In both groups 
of ambulant pauents (groups 3 and 4) the increase in 
turbiditv was less than m the pauents at rest m bed 
(groups 1 and 2) But m group 1 the increase m turbidity 
was greater than in group 4, whereas the mean reducuon 


m R p c Ume in group 1 was negbgible and m group 4 it 
was considerable 

A comparison of the findmgs m groups 2 and 4 has 
confirmed our previous impression that the reducuon in 
RPC Ume IS considerably greater m subjects confined to 
bed in hospital It seems that even the small amount of 
physical activity undertaken before and after the ingcsuon 
of the high-fat breakfast by the subjects observed as 
outpauents (group 4) offsets to some extent the increase in 
coagulabihty durmg the phase of hpamua Further studies 
along these hnes are at present m progress 

The pracucal importance of the effect of phemndione 
which we have demonstrated is at present conjectural 
Because of the differences between the process of clotung 
in vitro and mtravascular thrombosis, it is perhaps unwise 
to draw firm conclusions from results obtained with the 
RPC test and other laboratory tests of blood coagulability 
Nevertheless one cssenual feature common to clotung in 
vitro and intravascular thrombosis is fibrm formaUon, and 
It is not unreasonable to suggest that factors which can be 
shown to accelerate this process m vitro may also operate 
when intravascular thrombosis occurs 

Many physiaans treat pauents with cardiac infarcuon 
with phemndione and by restricung their fat intake If 
shortemng of the rpc ume following a high-fat meal 
reflects increased coagulability m vivo and, therefore, an 
increased tendency to thrombus formauon, there may be 
nothing to be gamed by lowering the fat intake of pauents 
receiving phemndione Moreover, it seems possible that 
the beneficial effect of phemndione in cardiac infarction 
may be due partly to its acuon in abolislung the increase 
in coagulability after high-fat meals 


Summary 

Shortemng of the recakificd-plasmi-clotung (RPe) 
ume following the mgesuon of a high-fat meal was not 
found m patients receiving therapeutic doses of phemn¬ 
dione 

In subjects not receiving phemndione the shortening 
was greater in pauents confined to bed than m those who 
were ambulant 

Wc arc grateful to Sister 1 M Cowic, ward 1, Aberdeen Rojal 
Infirmary, for much help, and to the patients for their cooperation 
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MEDICAL TREATMENT OF MYCETOMA 

W Peter Cockshott 
M D Edm , D M R D 

SENIOR LFCTURER IN RADIOLOGV, UNIVTRSITY COIXEGE, IBAIlAV 

A M Rankin 

M B Adelaide, M R C P , M R A C P , D T M & H 
SFMOR REGISTRAR IK MEDICIKF, 

LKIVTRSITV COLIEGE HOSFITAI, IBADAN 

Mycetoma is the name applied by H V Carter to a 
fungal infcaion prcvilcnt in Southern India, which was 
locally termed Madura foot Although still often used 
for this low-grade fungal parasiusm, the latter term is 
imdcsirablL because it suggests an exclusive geographical 
and anatomical localisation 

Mvcctoma occurs predominantly m undcrdcvelopcU 
areas which have rudimentary medical faalitics and ontn 
no auxiliary medical departments Thus wc can hardly 
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Fig 1—^Left hand (o) on admission, and (6) 6 months later 


expect full mycological identificaaon of 
the responsible organism in each case 
Ideally specific chemotherapy depends 
upon identification and culture of the 
orgamsm, determination of its sensitmty 
to a range of drugs, and exhibition of the 
appropnate drug But even with the best 
of facihties culture is difficult and identifi¬ 
cation IS a matter of experience and speaal 
trainmg, whilst details of suitable drugs are 
at present mainly to be found m speaahsed 
journals, reports of their efficacy some¬ 
times bemg difficult to evaluate Conse¬ 
quently an outlook of therapeutic mhihsm 
has prevailed as far as mycetoma is con¬ 
cerned, and the treatment has almost m- 
vanably been surgical ablation of the 
affected tissues 

Although not a kiUmg disease, mycetoma 
causes a fair amount of morbidity and 
disablement—disablement which is httle 
alleviated by amputation unless prostheses are available 
The effect upon a wage-earner and his family—the disease 
IS primarily of acti\ e males—can well be disastrous 

In these particular soaal and medical circumstances 
any drug advocated must have a wide range of effective¬ 
ness agamst the many possible causative orgamsms, and 
It must also be safe, cheap, and easy to admmister A 
simple scheme of treatment, givmg a saasfaaorj' overall 
“ cure ” rate, is mote likely to gam widespread acceptance 
than a more defimtive but complex scheme, although a 
few cases may not respond to this shot-gun method 
■Whatever the method there are still some fungi for which 
no specific therapy is ye't known For those patients who 
fail to respond to chemotherapy amputation is soil 
a\ ailable 

In Ibadan we have treated cases of mycetoma with a 
prehmmary course of a wide-spectrum anobiooc, to 
eradicate the almost mvanable secondary mfecnon, 
combmed with a long course of dapsone (diammo- 
diphenylsulphone), and, when feasible, with immobdisa- 
Oon of the affected part These paoents were only 
admitted to hospital for a week or so until secondary 
infecoon had cleared, and they then contmued to take 
dapsone, m a dosage of 100 mg b d, as outpaoents 
After imoal observanon for a month they need only attend 
hospital every 3 months, and this regime may be con¬ 
tmued for anythmg up to 2 years 

Although surgery still plays a role m the treatment of 
mjcetoma, it should not be msoked, except m special 
circumstances, until a reasonable course of medical 
treatment has been tried Orthopsdic surgeons expect 
that bone and jomt tubercle and leprosy require long- 
contmued exhibition of drugs, and the same attitude 
should eventually prevail m the treatment of mycetoma 
Early surgery is probably justifiable m strictlj local¬ 
ised forms of the disease, particularly the nodular 
superfiaal varieties caused by the black-gram Madurella 
m_\ cetomi 

Eight of a group of eighteen cases which we treated 
m Ibadan without radical surgerv have responded, 
show mg closure of smuses, and chmcal and radiographic 
improiement, and thev ha\e returned to then preiious 
work IVe have been unable to foUow all the patients 
because some defaulted or contmued their course else- 
w here—these ha\ e been assumed to be failures To know 


whether the “ chmcal cure ” persists will reqmre a longer 
follow-up, but at least these patients still ha\ e the use of 
their limbs 

The dramatic response which can follow this treatment 
IS shown by the followmg case-histones 

Case 1 —^A 40-year-oId Yoruba fanner came to hospital 
complaimng of progressive swelhng of the left hand, and of 
multiple dischargmg sinuses, which had been present for 3 
jears These had prevented him from workmg for the past 
year He was ashamed of his enormous foul-smellmg hand, 
and kept it covered up and hidden withm his gown 

Multiple smuses and ulcerated areas were present over both 
surfaces of the hand, and much foul discharge was exudmg 
No grains could be seen The axillary Ivmph-glands on the 
same side were large and tender A radiograph of the hand 
disclosed extensive penosteal new bone emelopmg the meta- 
carpals and phalanges, and this was considered tj’pical of a 
nocardial t^Tio of mycetoma, ivith secondary infecuon No 
fungal elements were observed m the pus, and only Escherichia 
coll was isolated on culture Biopsy of skm and subcutaneous 
tissues revealed a chrome inflammatory reacnon, but no 
grams could be demonstrated Despite these negauve 
bacteriological findmgs a defimte chmcal diagnosis of mycetoma 
was made 

Tetracychne, 250 mg q i d was given for a week, and m 
addiuon dapsone 100 mg b d was started The patient 
contmued on the drug for 2 years A month after startmg treat¬ 
ment the hand had returned to more normal proportions and 
all the smuses had healed Withm 6 months of his first attend¬ 
ance the patient was agam at work m the fields His hand is 
now completely healed, but the range of movement is limited 
pardj by scarrmg but more so bv degree of subluxanon of his 
wrist which causes passive msufficiencj of his flexors Now 
that the lesion is qmescent orthopEdic procedures are 
envisaged to give a more useful hand (fig 1) 

Case 2 —A Yoruba tailor, aged 45, attended hospital 
because of progressive sw ellmg of his left hand for 7 months 
and ulceranon of his left axilla for the previous 3 months 
Because of this disabihty he had been unable to work The 
left hand was greatlj swollen wath multiple puckered smuses 
exudmg a thm serous discharge There w ere areas of ulceranon 
m the axilla and on the chest wall (fig 2) A radiograph of 
the hand showed tvpical changes of nocardial-type diffuse 
mveetoma A biopsj specimen was taken but the nssue only 
reiealed a chrome mflammatory reacnon, and no grams A 
nocardia species w as obtamed from culture of the pus, but full 
identificanon was not possible as the stram died out Esch coli 
also grew from the pus 
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Fig 2—Appearance of case 2 (a) on admission, and (6) 7 months later 


This clinical typ^ of mycetoma, wth early mvasion of the 
thorax, is very serious and occasionally fatal, and justifies 
energetic treatment Pemcilhn 2 milhon umts was given daily 
for 3 months, and at the same time dapsone 100 mg was given 
n\ice a day by mouth The ulceration m the axilla slowly 
healed durmg the first 3 months, and the smuses of the hand 
had closed at the end of 6 months The patient now has an 
efficient hand and is agam workmg as a tailor The course of 
dapsone lasted 2 years, durmg which timehe show ed no evidence 
of toxic reactions 


but, for example, in Southern Arabia and 
the Sudan the common orgamsms are M 
mycetoim. Strep somahensts and Strep 
pelktien, whereas in Western Nigeria N 
brasiUcnsts, M tnycctotm and All hoydii 
are probably the most frequent 
The best therapeuuc regime wall prob¬ 
ably vary according to the main speaes in 
any particular locahty We do not suggest 
that our scheme of treatment is the only 
one, or even the best, but we have found it 
effective in salvaging hmbs, and it is cheap 
Though bhnd therapy in a sense, it is 
suited to the conditions of practice where 
mycetoma is most frequent The basic principle of a 
course of antibioDcs and prolonged drug admimstrauon, 
combmed with immobihsation by shng or plaster-of- 
paris, seems to us rational Much that was written on the 
chemotherapy of this disease before 1950 is now merely 
of historical mterest Some of the more recent develop¬ 
ments have been reviewed by one of us (Cockshott 1957) 
and this paper can be consulted for more detailed 
references 


Case 3 —A 20-year-old farmer came to the surgical out¬ 
patient department with a swollen dischargmg left foot 
Sinuses were present on the gready swollen dorsum of the 
foot, and the inguinal glands on that side were enlarged and 
hard A radiograph revealed a destrucuve lesion of the second 
metatarsal, and some periosteal reacuon near the head of this 
bone, which was reported as bemg probably due to m>cetoma 
As no fungal elements could be recovered from the discharge, 
the lesion was considered tuberculous by the chmcian and 
accordmgly treated with p-ammosaheyhe aad and isoniazid 
for 3 months without improvement 

The patient was then admitted to hospital, and the foot 
was explored, with removal of the metatarsal and curetting 
of the smuses The bone showed on secuon grams morpho¬ 
logically identical with Nocardia braziliciists The pauent 
was given dapsone 100 mg bd for a penod of 18 
months 4 months after the operation the foot had 
completely healed and the pauent had returned to work 
Surgery was probably not necessary m this case, but this form 
of local resecuon, widi chemotherapeuuc cover, may have led 
to more rapid healmg 


Discussion 

Mycetoma is caused by a wade vanety of orgamsms of 
different genera and speaes, and it presents by its very 
nature several features vvluch tend to render it resistant 
to chemotherapy 

Firstly, although the pathological processes may vary m 
degree of seventy from the localised Af wya/omi infecnons 
to the mfiltmung lesions of AUescherta hoydn and Strcptomyccs 
pclkttcn, vet, m virtually all cases, the fungal elements occur 
vvatlun relauvely avascular ussuc resultmg from scarrmg and 
local cudanenuc changes 

Secondly, once sinuses have developed pyogenic secondary 
orgamsms mvade tlie lesion 

Tlurdly, the disease is caused bv a vanety of species each 
diffcrmg from the rest m its drug scnsiuvau, and even isolates 
of tlie same speaes may vary m ditir response from case to 
case 

Because of the wade vanctv of causauve orgamsms a single 
drug IS unlikclv to prov e cffecuv e agunst all die possible 
organisms of mveetoma A further factor to be borne in 
trund IS the geographical distribuuon of die different 
organisms A complete surv lv of diis is impossible here. 


Dapsone, though first synthesised in 1907, found no 
pharmacological apphcation until 1937, when it was 
discovered to be effective m treating experimental strepto¬ 
coccal infections but it was too toxic for man in the 
dosage then bemg employed Dapsone possesses a degree 
of antituberculous activity, but its mam use has been in 
the treatment of leprosy caused by acid-fast mycobacteria 
Ochoa found that dapsone was effecuve m vitro against 
the aad-fast nocardia, which causes some varieties of 
mycetoma, and systemic nocardiosis Encouraged by 
these tests he started treatmg mycetoma due to N brasih- 
ettsts with this drug, and the results were excellent (Ochoa 
1955, Ochoa and Macatola 1955) Various other workers 
(Halde and Newstrand 1955, Mackmnon et al 1958) have 
shown that dapsone is effective in causing inhibition of 
growth of M grisea, Strep madurcs, and Strep somali- 
aisis, as well as N brasthensis The antifungal acuvity of 
this drug probably depends upon substrate competition 
for parammobenzoic acid (Cockshott 1957) 

Although the dosage of dapsone we have used may 
seem high, it appears to be safe We advise close observa¬ 
tion durmg the first month to enable early detection of 
exfohativ'c dermauus or haimolytic ansrma in the occa¬ 
sional case One of our pauents developed exfoliative 
dermauus, and his tlierapy had to be discontmucd 


Summary 

A plea IS made for a more opunusuc outlook m the 
treatment of mycetoma A regime based on a short course 
of vvide-spectrum anubiotic and prolonged treatment with 
dapsone by mouth has been found effecuve In nearly 
half our cases, this treatment has avoided the need 
for amputauon and enabled the pauent to get back 
to vv ork 

extend our thanks to the phy sicians and surgeons of Unn enity 
College Hospital, Ibadan, «ho have referred cases to us, and to 
Mr Frank Speed, of the medical illustration depanment, for the 
photographs 
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Control of anticoagulant therapy with coumann or 
indanedione drugs has been based for many years on the 
one-stage prothrombm-time test of Quick (1935) Oral 
anticoagulant drugs undoubtedly lower the production 
of prothrombm, but the term “ prothrombm-ame ” is 
somewhat of a nusnometj smee it is factor vii which is 
mainly measured Fortunately Qmck’s test is very 
sensitive to changes m factor vii activity Drug dosage is 
so adjusted that prothrombm-nmes of l'/j-2Vj tunes 
normal are obtamed withm a few days and mamtamed m 
this so-called therapeutic range Quick (1938) demon¬ 
strated the hyperbohe relanonship between prothrombm- 
times and prothrombm acovityj normal prothrombm 
acuvity being 100% Thus the “ therapeunc range ” is 
about 15-30% of normal if a sahne extract of acetone- 
dned rabbit or human bram is used as thromboplastm 
reagent m the test 

Dunng oral anticoagulant treatment haemorrhages or 
further thromboses have sometimes been reported even 
where the greatest care has been taken to keep withm the 
therapeutic range In recent years it has been shown that, 
dunng treatment, faaors mvolved m “ mtrmsic ” blood- 
thromboplastm production—e g, Christmas factor (factor 
IX), Prower-Stuart faaor (faaor x), and possibly others 
—are reduced Quick’s test does not register changes m 
Christmas factor because of the powerful tissue thrombo¬ 
plastm used 

Some workers are of the opmion that heparm-clottmg- 
tune methods give a better indicaaon of impending com- 
phcations (Souher and le Bolloch 1951, Poller 1954) but, 
for technical reasons, such tests are not suited to the daily 
routme control of large numbers of patients on anti¬ 
coagulants 

Owren (1959), m his ‘ Thrombotest ’ method, has 
modified the one-stage techmque m order to produce a 
method capable of measurmg “ mtrmsic ” blood-throm¬ 
boplastin factors as well as prothrombm and factor vii 
The thrombotest reagent contams a thromboplastm of 
relatively weak activity, and it is claimed to possess some 
sensitivity to changes m Chnstmas-factor levels 
We made our present mvesngations to assess the value 
of the thrombotest method for the control of patients on 
phenmdione (‘ Dmdevan ’) therapy as compared with 
Quick’s test and the prothrombm and proconvertm 
(P & p) test of Owren and Aas (1951) In view of the 
claims that thrombotest was sensitive to changes m 
blood-thromboplastm factors, it seemed essennal to 
mclude a thromboplastm-generation test (t G t ) 

Methods of Study 

Forty-three mpatients undergomg phenmdione anti¬ 
coagulant tlierapy were smdied They were divided mto 
two groups, A and B 

In group A, compnsmg thirtv-one pauents, dosage of the 
anncoagulant was based on the Quick prothrombm-time 


method, and observations were made of the effect on the 
p & p method, the t G T , and thrombotest The climcal 
conditions mcluded m this group were 


Coronary thrombosis 13 

Pulmonary embolism 2 

Venous thrombosis 2 

Cerebral vascular disorders 3 

Angina pectons 8 

Peripheral artery occlusion 3 


In group B, which consisted of twelve patients, dosage was 
based on the result of thrombotest, and the observanon was 
confined to the effect on the Qmck prothrombm-time method 
and T G T The cases mcluded m this group were 

Coronary thrombosis 10 

Pulmonary embolism 1 

Prophylacuc therapy 1 

In group A, 415 blood specimens were tested durmg 530 
days of treatment In group B, 154 blood specimens were 
exammed over 246 days’ treatment 

Techiuque 

Qmck One-stage Prothrombtn-time 

Venous blood (5 ml) was collected mto a sihconed syringe 
(although sihcomng of the syrmge is not essential), and 
transferred to a bijou bottle containing a dned oxalate mixture 
(0 21 ml of an aqueous solution containing 2 4% ammomum 
oxalate and 1 6% potassium oxalate dried at 37°C m an 
meubator for 36 hours) The blood and oxalates were 
thoroughly mixed The blood was then centrifuged at 3500 
r p m m a 13 X100 mm test-tube for 5 mmutes The super¬ 
natant plasma was decanted mto another tube The thrombo¬ 
plastin reagent was prepared from acetone-dned human bram 
A phenol-sahne extract was prepared (Powell 1957) which 
gave normal prothrombm-nmes of 11-12 seconds A diluuon 
curve was obtamed by the sahne dilunon of normal plasma, 
the results from six normal subjects were averaged On this 
curve, readmgs of 19-30 seconds represented 30-15% pro¬ 
thrombm acnvity The same batch of bram was used through¬ 
out the mvesnganon The calaum-chlonde reagent used was 
0 18% CaQ,, and it was prepared from a stock 1% solunon 
checked by chemical analysis This reagent was warmed to 
37°C before use 

The test proper consisted m pipettmg 0 1 ml thrombo¬ 
plastm reagent mto a 10 X 70 mm test-tube m a 37°C water 
bath, and allowing the reagent to warm up for at least five 
mmutes The reagent could be meubated up to 2 hours without 
detenoranon The test plasma (0 1 ml) was then added, and 
the contents of the tube w ere mix ed gently Withm 20 seconds 
of mixmg, 0 1 ml of the warm calcium chloride was added, 
a stopwatch bemg started simultaneously The tube was 
nlted to and fro until a clot was seen to form Three tests 
were made on each specimen, and the results averaged All 
tests were performed withm an hour of collectmg the venous- 
blood specimen 

P & P Method of Owren and Aas {W51) 

Venous blood (1 8 ml) was collected mto a sihconed syrmge 
(although sihcomng of the syumge is not essential), and trans¬ 
ferred to a sihconed bijou bottle contatmng 0 2 ml tnsodium 
citrate (3 13%) The anticoagulant used m this test usually 
contams heparm to prevent aenvauon of clottmg factors by 
contact WTth glass We preferred to use a sihconed contamer 
so that the same specimen of blood imght also be used for the 
thrombotest, thus obviatmg the use of heparm which would 
mterfere wi^ the latter test 

The blood and citrate were thoroughly mixed, and the 
specimen was centrifuged m the same sihconed bijou bottle 
Supernatant plasma (0 1 ml) was removed immediately before 
the test, and the 1 m 10 dilution was prepared m the usual 
manner The bovme plasma obtamed from an abattoir was 
adsorbed twice with banum sulphate, as recommended by 
Biggs and Macfarlane (1957) The salme extract of human 
bram was obtamed m the following way H uman bram was 
freed from menmges and blood-vessels, washed with distilled 
water, cut mto small pieces, and transferred to a large mortar 
Warm sahne at 42°C was added m small quantines, and the 
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tissue was pounded tvith a pestle In all 1500 ml of saline 
was added The thick supernatant suspension was distnbuted 
into 1 oz screw-capped universal containers, mcubated at 
37°C for 30 minutes, and then centnfuged to give a clear 
supernatant which was distributed mto bijou bottles The 
bijou botties were stored at —20°C This extract was found to 
give clottmg times of 30-32 seconds with normal plasma A 
citrate-salme dilution curve was prepared m the usual w^ay 
The same batch of thromboplastm reagent was used throughout 
the mvestigation 

The same specimen of blood was used for both p & P test 
and thrombotest The thrombotest was always performed 
before the p & p test, removal of plasma for the p &. p test 
could otherwise have mterfered with the thrombotest by 
altenng the red-cell volume 

Thrombotest 

Owxen (1959) recommended that either venous or capillary 
blood could be used for this test We decided to use venous 
blood only, because with capillary blood there is always the 
danger of contarrunation of the specimen with a high concen¬ 
tration of tissue thromboplastm Non-wettable syrmges and 
contamers must be used for the collection of the venous-blood 
specimen, because contact with glass shortens the clottmg 
times and gives misleadmg results for the assessment of 
anticoagulant dosage 
Apparatus 

Waterbath at 37°C, containing a metal test-tube rack with holes 
to accommodate lOX 70 mm test-tubes 

Pipette for measuring calcium chloride (11 ml ) for reconstituting 
the lyophilised thrombotest reagent • 

Pipette (0 5 ml ) for thrombotest reagent • 

Pipette (0 1 ml) for blood sample • 

Syringes and bijou bottles sUiconed with dimethyl dichlorosilane 
reagent in a fume cupboard The silicone reagent bottle was handled 
inth protective rubber gloves The fumes are dangerous if inhaled 
The reagent was drawn into the syrmges, left m contact for 1 mmute, 
and returned to the stock bottle in the fume cupboard The bijou 
bottles were filled to the neck, and after 5 mmutes the reagent was 
carefully decanted back into the stock bottle The barrels and 
plungers were separated and washed in slowly runmng tap water 
contmuously for 10 days The bijou bottles were treated similarly 
A final rinse with disulled water was given, and the washings were 
found to be neutral with B D H universal indicator One coating with 
the silicone reagent seemed to provide a permanent non-wettable 
surface For convemence a 2 ml graduation mark was made on the 
exterior surface of the bijou bottles 

Chemically clean 10 x 70 mm test-tubes 

Reagents 

Thrombotest reagent —The lyophilised reagent in an ampoule was 
reconstituted with the calcium-chloride solution (see below) by 
gently mixing and incubaung the resulting suspension, at 37°C, in a 
water bath for 1 hour The reagent was gently mixed before use 
When not required the reagent ampoule was stoppered and stored at 
4‘'C, It was found to be stable for 4 days if the precaution of storing 
at 4 C was carefully observed Four batches supplied by the manu¬ 
facturers were used, and these gave different readings with normal 
\ enous blood Each batch was supplied w ith its own dilution curve 
Normal rcadmgs varied from 34 to 43 seconds with different batches 
of reagent 

Calcium chloride (3 2 mM solution) 

Venous blood was collected as for the P & p test with a siliconcd 
syrmge Thus the same specimen could be used for the two tests 

* Pipettes specifically designed for the test can be obtained commer¬ 
cially if necessary 


Venous blood (1 8 ml ) was added to the 0 2 ml trisodium citrate 
(3 13%) anucoagulant in the graduated bijou bottle The contents 
were gently mixed In all otlier respects the technique was as 
described by Owren (1939) 

Procedure 

Thrombotest reagent (0 5 ml) was pipetted mto a 10x70 
mm test-tube and left to warm m the 37'’C bath for at least 3 
and not more than 30 mmutes The venous-blood sample was 
gently mixed, and as 0 1 ml was pipetted into the tube con- 
tainmg the thrombotest reagent a stopwatch was started 
simultaneously The tube was gently tilted m the waterbath 
until a firm solid clot had formed The percentage acuvity 
was then read from the dilution curve supphed by the manufac¬ 
turers of the reagent 

Thromboplastin-generation Test 

The procedure was as described by Biggs and Douglas 
(1953), except for the use of bram extract instead of platelet 
suspension (Bell and Alton 1954) The 6-imnute reading was 
used for assessmg the rate of thromboplastm generation The 
results were related to a dilution curve prepared each day from 
a normal subject The results of the T g T were plotted graph¬ 
ically for each patient durmg the course of treatment, and 
compared with the graphed results of the Quick, p &. P, and 
thrombotest methods 

The correlations between t G t and each of the three 
methods menuoned above were then broadly assessed as being 
good, moderate, or poor in the forty-three patients mvestigated 

To check the constancy of the results of the t G T a control 
group, comprismg six hospital patients with no clmical evidence 
of thrombosis, was studied daily for 10 days The test was 
foimd to give consistent results with the same batch of platelet 
subsutute 

Results ^ 

Detailed results are shown in table i 

Group A 

The pauents in this group were controlled by the Quick 
test and were kept withm the accepted therapeutic range 
(15-30% prothrombm acuvity) for over 80% of the period of 
treatment 

All pauents were tested before treatment and then daily 
imtil the therapeuuc range was reached All results were 
mcluded m the analysis, but had the miual results been 
excluded the proportion of tests withm the therapeuuc range 
would have been even higher 

The p & P test and thrombotest correlated well throughout, 
but the results were not directly comparable with those of the 
Quick test Pauents were within the p & P therapeuuc range 
(10-30% acuvity) for only about half the penod of treatment 
For the thrombotest, it has been suggested by Owren that the 
therapeuuc range is also 10-30% acuvity Pauents were only 
mamtamed withm this thrombotest range for about rwo-thirds 
of the period of treatment 

Many results were below the lower limit of the thrombotest 
and p & P therapeuuc range—le, less than 10% activity 
On the other hand, with the Quick test very few were below 
Its lower limit—i e, less than 15% prothrombm acuvity' 

Group B 

The pauents in this group were controlled by thrombotest, 
and these results were compared with the results of the Quick 
test 


TABLE I—COMPARISON OF THE RESULTS (IN TEST DAYS) OF QUICK, P & P, AND THROMBOTEST METHODS 


Group i 
) 

No of 
patients 1 

Total no of 
test da>*s 

i 

Total da>*s 
treatment 

j Quick (range 15 to 30%) 

1 r & P (range 10 to 30^t.) 

J Thrombotest (range 10 to 30 o) 

( Results abo^e 
j range 

Results below 
range j 

Results abo>e 
range 

Results beJow 
range 

Results abme j 
range j 

j Results below 
range 

A ‘ 

31 ' 

j 415 

530 

, 76 as 3r„} j 

6 a 5"„) 

16(2 S'„) 1 

178(43 5'^) 

1 I2(2 9''o) j 

127 (sac J 

1 

I 

1 

1 


j vlithin range 80 2 o j 

Within range 53 2°^ 1 

' Within range -5 _ 

« 1 

12 1 

151 

246 1 

45 129 2%) 1 

1 W 7”„> 



8 (5 P".) j 

29 ass\) 

J 

1 

t 

( 

i 

1 

1 1 

Within range | 



Withm range 38 0 c 
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Over three-quarters of the patients were kept within the 
recommended 10-30% range The results with the Quicik 
test were found to be different from those m group A. Thus 
the number above the upper therapeutic range—^i e, over the 
30% upper limit of the Qmck test—^was considerably higher 
Restdts of Thromboplasttn-gaieration Test 

The correlation between the Quick test and T G t in 
group A v?as 


Ten 

Good 

Moaercte 

Qmd; 

7 

12 

P&.P 

14 

6 

Thrombotest 

13 

8 


Peer 

12 

11 

10 


and the correlation in group B was 


Test Good Moderate Peer 

Quid: 4-4 

Thrombotest 6 2 4 


Good correlation between the two tests was found m less 


than a quarter of the patients The p &. p test and thrombo- 



Fig 1—Good correlation between T G T and the three tests 



generation patterUj together with the results of the Quick, 
P &. Pj and thrombotest 

In contrast the sis controls (hospital patients without 
climral evidence of thrombosis) gave a consistent 100° 
thromboplastm generation m all estunations made over a 
10 -day period. 

The forty-one treated patients were classified mto 4 
groups —1 e.j thrombotic (proved cases), doubtful throm¬ 
botic, non-thrombonc, and cases of angina pectons 
The presence of fluctuatmg thromboplastin generation 
patterns m these groups is seen m table n, about 50% 
of the proved thrombotic cases showing these fluctuanons 

In eleven patients before treatment, the results of the 
T G t showed that thromboplastm generation was m- 
creased—^i e , was above 100%—^when compared with 


test, on the other hand, correlated well about twice as 
often. But the correlanon was only moderate or poor 
ui more than hal f the panents In figs 1 and 2 examples 
are given of good and poor correlation between the T G t 
and other tests 


Good correlation was usually found when there was 
much depression of the coagulation factors Thus, when 
the T G T , thrombotest, and p &. P test correlated well, 
the Quick results were usuallv m the therapeutic range of 
15—30% In contrast, where the Quick test showed 
results above 30% acnvitv, correlation between the 
T G T and the other tests was relanvelv poor 

In runeteen of the forty-three patients a fluctuat¬ 
mg pattern of thromboplastm generation was 
observed durmg the course of phenmdione treat¬ 
ment There was no obvious correlation between 
the t G T fluctuation and the Quick prothrombm 
acttvity or the dosage of anticoagulant 

In a further six cases evidence of these fluctua¬ 
tions was doubtful The remammg sixteen cases 
showed no evidence of “ spontaneous ” fluctuation 
m the pattern of thromboplastm generation. 

A fluctuatmg pattern of thromboplastm genera¬ 
tion was considered to be present if a trend was 
observ ed m consecutive tests durmg treatmenc The 
results were classed as doubtful where such a flue- 


normal controk Six were patients with proved throm¬ 
bosis, and four had suspected but not proved thrombosis 
One had angina pectons In all these cases the Quick test, 
the p & p test, and thrombotest did not reflect this mcrease 
m thromboplastm activity In fact, m five cases thrombo- 



5 10 IS 20 2S 30 35 40 4S 


tuanoa was observed onlj m isolated tests Fig 3 course of iREatment (days) 

shows a tvpical fluctuatmg thromboplastm- thromboplastui-EeneraUon pattern dorms piemndione 
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tissue was pounded with a pestlc'^ In all 1500 ml of salme 
was added The thick supernatant suspension was distributed 
into 1 oz screw-capped umversal contamerSj incubated at 
37°C for 30 rmnutes, and then centnfuged to gne a dear 
supernatant which was distnbuted mto bijou bottles The 
bijou bottles w ere stored at —20°C This extract was found to 
giv e clotting tunes of 30-32 seconds with normal plasma A 
atrate-sahne dilution curve was prepared m the usual way 
The same batch of thromboplastm reagent was used throughout 
the mvestiganon 

The same specimen of blood was used for both P & P test 
and thrombotest The thrombotest was always performed 
before the p & p test, removal of plasma for the p & p test 
could otherwise have interfered with the thrombotest by 
altermg the red-cell volume 
Thrombotest 

OwTen (1959) recommended that either venous or capillary 
blood could be used for this test We decided to use venous 
blood only, because with capillary blood there is always the 
danger of contamination of the specimen with a high concen¬ 
tration of tissue thromboplastm Non-wertable syrmges and 
containers must be used for the collection of the venous-blood 
specimen, because contact with glass shortens the clomng 
times and gives misleading results for the assessment of 
anticoagulant dosage 

Apparatus 

Waterbath at 37°C, containing a metal test-tube rack with holes 
to accommodate 10 x 70 mm test-tubes 

Pipette for measurmg calcium chloride (11 ml ) for reconstituting 
the l>ophilised thrombotest reagent • 

Pipette (0 5 ml) for thrombotest reagent • 

Pipette (0 1 ml ) for blood sample • 

Syrmges and bijou bottles siliconed with dimethyl dichlorosilane 
reagent in a fume cupboard The silicone reagent bottle was handled 
with protective rubber gloves The fumes are dangerous if inhaled 
The reagent was drawn into the sjringcs, left m contaa for 1 mmute, 
and relumed to the stock bottle in the fume cupboard The bijou 
bottles were filled to tlie neck, and after 5 imnutes the reagent was 
carefullj decanted back into the stock bottle The barrels and 
plungers were separated and washed in slowly runmng tap water 
continuously for 10 days The bijou bottles were treated similarl} 
A final rinse with distilled water was given, and the washmgs were 
found to be neutral with B D H universal indicator One coating with 
the silicone reagent seemed to provide a permanent non-wettable 
surface For convenience a 2 ml graduation mark was made on the 
exterior surface of the bijou bottles 

Chemically dean 10 x 70 mm test-tubes 

Reagents 

Thrombotest reagent —The lyopluliscd reagent in an ampoule was 
reconstituted with the calcium-chloride solution (see below) by 
gentlj mixing and incubating the resultmg suspension, at 37'’C, m a 
water bath for 1 hour The reagent was gentlj mixed before use 
When not required the reagent ampoule was stoppered and stored at 
4‘’C, It was found to be stable for 4 days if the precaution of stonng 
at 4°C was carefullj observed Four batches supplied by the manu¬ 
facturers were used, and these gave different readings with normal 
venous blood Each batch was supplied with its own dilution curve 
Normal rcadmgs varied from 34 to 43 seconds with different batches 
of reagent 

Calaurr chloride (3 2 mM solution) 

Venous blood was collected as for the P & P test wath a siliconed 
sjringe Thus the same specimen could be used for the two tests 

• Pipettes specificallj designed for the test can be obtained cotnmer- 
aallj if necessary 


Venous blood (1 8 ml) was added to the 0 2 ml trisodium citntc 
(3 13%) anticoagulant m the graduated bijou bottle The contents 
were gently mixed In all other respects the teduuque was as 
described by Owren (1959) 

Procedure 

Thrombotest reagent (0 5 ml) was pipetted mto a 10x70 
mm test-tube and left to warm m the 37°C bath for at least 3 
and not more than 30 imnutes The v enous-blood sample was 
gently mixed, and as 0 1 ml was pipetted mto the tube con 
tainmg the thrombotest reagent a stopunitch was staned 
simultaneously The tube was gently nited m the waterbath 
until a firm sohd clot had formed The percentage activity 
was then read from the dilution curve supplied by the manufac¬ 
turers of the reagent 

Thromboplastin-generatton Test 

The procedure was as described by Biggs and Douglas 
(1953), except for the use of bram extract mstead of platelet 
suspension (Bell and Alton 1954) The 6-nimute reading was 
used for assessmg the rate of thromboplastin generation The 
results were related to a dilution curve prepared each day from 
a normal subjea The results of the t G t were plotted graph¬ 
ically for each patient durmg the course of treatment, and 
compared with the graphed results of the Qmck, p &. P, and 
thrombotest methods 

The correlations between T G T and each of the three 
methods mentioned above were then broadly assessed as being 
good, moderate, or poor m the forty-three patients m\ esugated 

To check the constancy of the results of the t 0 T a control 
group, compnsmg six hospital patients with no clinical evidence 
of thrombosis, was studied daily for 10 days The test was 
found to give consistent results with the same batch of platelet 
subsutute 

Results ^ 

Detailed results are shown m table i 
Group A 

The patients m this group were controlled by the Quick 
test and were kept withm the accepted therapeutic range 
(15-30% prothrombm acuvity) for over 80% of the penod of 
treatment 

All patients were tested before treatment and then daily 
unul the therapeuuc range was reached All results were 
mcluded m the analysis, but had the imual results been 
excluded the proportion of tests vvuthm the therapeutic range 
would have been even higher 

The P & P test and thrombotest correlated well throughout, 
but the results were not directly comparable with those of the 
Quick test Pauents were withm the P & p therapeutic range 
(10-30% acUvnty) for only about half the period of treatment 
For the thrombotest, it has been suggested by Owren that the 
therapeuuc range is also 10-30% acuvity Pauents were only 
mamtamed withm this thrombotest range for about two-tlurds 
of the penod of treatment 

Many results were below the lower limit of the thrombotest 
and p & p therapeuuc range—i e, less than 10% acuvity 
On the other hand, with the Qmck test very few were below 
us lower limit—le, less than 15% prothrombm acuvity 

Group B 

The pauents in this group vv ere controlled by throm^test, 
and these results were compared wnth the results of the Quick 
test 


TABLE I—COMPARISON OF THE RESULTS (IN TEST DAYS) OF QUICK, P & P, AND THROMBOTEST METHODS 


Group 

i No of 1 
patients 1 

i ! 

Total no of 
test da>*s 

Total da>-s 
treatment 

1 Quick (range 15 to SO^o) 

j r & P (range 20 to 30"u) 

Thrombotnt (ranpc 10 lo 30 ») 

1 Results above 

I range 

Results below 
range , 

Results abo\e 
range 

Results below 
range 

Results above Besulis below 
range range _ 

A 1 

1 



530 , 

1 

1 

1 76(/SJ°„) 

6 a 5%) 


278 (72P%) 

22(2S%) i 127 {30 C j) 

svitlun range 1 

' Ulthm range 53 2 

withm range 5G5 o_ 

B 1 12 j 254 

1 



1 (0 7%) 



Within range 707% 

within ranjte TCO ■> 
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Over three-quarters of the patients tvere kept within the 
recommended 10-30% range The results with the Quick 
test were found to be different &om those in group A. Thus 
the number above the upper therapeunc range—i e., over the 
30% upper limit of the Qmck test—was considerablv higher 

Results of ThTOTrboplasur-generatton Test 

The correlation between the Quick test and t G T in 


group A was 


Tesi 

Gccd 

Quick 

7 

P&.P 

14 

Thronibotes* 

13 


Sfosercte 

12 

6 

8 


Peer 

12 

11 

10 


^^cdr^£te 

4 

2 


Pc'-r 

4 


and the correlation in group B was 

TVs G''cd 

Quick 4 

Throsibo est 6 

Good correlation between the two tests was found m less 
than a quarter of the patients The P S. P test and thrombo- 




5 10 15 20 25 

COURSE OF TREATMENT (detjs) 

Fig 1—Good cotT flati on betweon T G T and the three tests 

test, on the other hand, correlated well about twice as 
ofceiL But the correlanon was only moderate or poor 
in more than half the patients In figs 1 and 2 examples 
are given of good and poor correlation between the T G T 
and other tests 

Good correlanon was usually found when there was 
much depression of the coagulanon factors Thus, when 
the T G T , thrombotest, and P &. p test correlated well, 
the Quick results were us uall y m the therapeunc range of 
15—30% In contrast, where the Quick test showed 
results above 30% acnvitv, correlanon between the 
T G T and the other tests was relanvelv poor 

In mneteen of the fortv-three panents a fiuctuat- 
ing pattern of thromboplastin generanon was 
observed dunng the course of phemndione treat¬ 
ment There was no obvious correlanon between 
the T G T fluctuanon and the Qmck prothrombm 
acnvitv or the dosage of anncoagulant 

In a further six cases evidence of these fiuctua- 
nons was doubtful The remaining sixteen cases 
showed no evidence of “ spontaneous ” fiuctuanon 
m the partem of thromboplasnn generanon 

A fiuctuanng partem of thromboplasnn genera¬ 
non was considered to be present if a trend was 
obsert ed in consecum e tests dunng treatment The 
results were classed as doubtful where such a fluc¬ 
tuanon was obsen ed only m isolated tests Fig 3 
shows a tvpical fiuctuanng thromboplasnn- 


S 10 IS 20 

COURSE OF TREATMENT { dags) 

Fig 2—Poor correlation between T G T and the three tests. 

generanon pattern, together with the results of the Qmck, 
p &. p, and thrombotest 

In contrast the six controls (hospital panents without 
cdimcal evidence of thrombosis) gave a consistent 100°o 
thromboplasnn generanon m all estimanons made o\ er a 
10-dav period 

The forty-one treated panents were classified into 4 
groups —1 e., thrombonc (proved cases), doubtful throm- 
bonc, non-thrombonc, and cases of angma pectons 
The presence of fiuctuanng thromboplastm generanon 
patterns m these groups is seen in table n, about 50% 
of the pro% ed thrombonc cases showing these fluctuanons 

In deven panents before tTeatrrent, the results of the 
T G T showed that thromboplasnn generanon was m- 
creased—le, was above 100%o—^when compared with 
normal controls Six were panents with proved throm¬ 
bosis, and four had suspected but not proved thrombosis 
One had angina pectons In all these cases the Qmck test, 
the P &. p test, and thrombotest did not reflect this mcrease 
m thromboplasnn acnvitv In fact, m five cases thrombo- 
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TABLE II—T G T PATTERNS IN PATIENTS TREATED WITH ANTICOAGULANTS 



1 Cases 

TOT pattern 

Thrombouc 

Doubtful 

thrombouc 

Non- 

thrombouc ] 

Angina 

Fluctuatins 

13 

2 

0 

5 

Doubtful 

3 

1 

1 1 

0 

Non fluctuaung 

21 

7 

1 

0 


test gave results below 100%, suggesting that thrombo¬ 
plastin generation was decreased 
In SIX patients thromboplastm generation was depressed 
before anticoagulant treatment had been mstituted Four 
of these showed depressed Quick prothrombin activity 
and a prolonged thrombotest, whereas only three gave a 
prolonged p & P test 

In twenty-one patients the thromboplastm-generation 
test returned to normal or near normal during the course 
of phemndione treatmentj although the Qmck test was 
within the therapeutic range 

The speed with ^vhich thromboplastin generation was 
depressed to 30% or less durmg phemndione treatment 
vaned considerably In fig 4 the day on which such 
depression was first observed has been plotted for the 
whole series 


Thrombotest and the Prediction of Hremorrhage 
Three non-fatal hsemorrhagic episodes arose during 
the course of treatment of the forty-three patients—two 
m group A and one m group B These inadents represent 

one non- 
fatal hremor- 
rhage per 8 
months of 
short-term 
treatment 
On each oc¬ 
casion the 
Qmck pro- 
throm bin 
activity was 
still withm 
the thera- 
p e u t 1 c 
range, 
whereas the 
thrombo¬ 
test was be¬ 
low 10%, 



FIb i —^Days before throniboplostln generation 
was first observed below 30% of normal in 
forty-three patients on phenlndlone treatment 


and the thromboplastm generation less than 5% In the 
two patients of group A the p & p test was also less than 
10 % of normal 


Death during Anticoagulant Treatment 

There were four deaths—two m each group The 
numbers are too small for any conclusion to be dratvn 
Thromboembolic Complications 

No thromboembohc episode was observed clinically m 
either group 

Discussion 

The Qmck test, first described in 1935, has been the 
sheet anchor for the control of oral anucoagulants smce 
their mtroducuon nearh 20 j ears ago There ha\ e been 
man> modifications of the test, but the basic prmciples 
have remained unchanged The mam difficulty encoun¬ 
tered has been the standardisation of the thromboplastm 
extracts Acetone-dned human bram, which has been 
prepared casilj m our laboraton, has been found to gue 
reproduablc results Alost modificauons of the Qmck 
test arc sensime to depressions of faaor \TI and pro- 


thrombm, which occur durmg treatment with oral anu¬ 
coagulants The use of a powerful tissue-thromboplastm 
reagent m Qmck’s test makes it impossible to measure 
changes m factors involved m the producuon of intrmsic 
blood thromboplastm Several workers have shown that 
depression of thromboplastm generation also occurs 
durmg anucoagulant treatment (Biggs et al 1953, Hunter 
and Walker 1954, Roller 1954, 1955) Christmas factor 
and Prower-Stuart factor are mvolved m thromboplastm 
production, and both of these are reduced by the anu¬ 
coagulants (Douglas 1955, Hougie et al 1957) Changes 
m Christmas factor are not measured by Qmck’s test 
Our results relate to the Quick test performed with one 
particular type of thromboplastm reagent—i e, acetone- 
dried human bram—the same batch being used through¬ 
out the mvestigation Results with this batch were similar 
to those with previous batches we have prepared regularly 
over the past 13 years Commercial preparauons are 
known to give variable results owing to variable degrees 
of factor-vii contammauon (Verstraete et al 1957) 

Hicks and Boimm (1959) have suggested that, m the 
majonty of patients, depression of thromboplastm 
generation by anticoagulants tuns parallel with the depres¬ 
sion of Qmck’s test, but they gave instances m which this 
relationship was not close In contrast, our results mdicate 
that only m a mmority is there good correlauon between 
the two tests The Qmck prothrombm time thus appears 
to be an mcomplete measure of the anticoagulant effect 
produced by anticoagulants 
Results with the p & p test and thrombotest were 
shghtly better, but correlation was good m less than half 
the cases 

Waaler (1957) showed that the p & p test was slightly 
sensiuve to reduction m Christmas factor when low levels 
of factor VII and prothrombm had been attamed From 
our mvestigauons we gamed the impression that the P & P 
test and thrombotest correlate well only when these 
extrmsic factors are considerably depressed 

In the three cases havmg phemndione treatment, where 
there was spontaneous bleeding, the thrombotest indi¬ 
cated a dangerous depression of coagulabihty This is 
important smce all three had seriously impaired thrombo¬ 
plastm generauon, although the Qmck prothrombm 
nmes were withm the “ therapeuuc range ” 

In about half the pauents a fluctuatmg pattern of 
thromboplasun generauon could not obviously be related 
to the dosage of anucoagulant drug Such fluctuauons do 
not seem to have been reported previously Their pattern 
IS remarkably similar to the fluctuaung coagulabihty 
pattern observed with heparm-plasma-clotung tests in 
pauents with recent thrombosis who arc not havmg 
anucoagulant drugs (Poller 1954, 1956) 

Several workers have reported increased thrombo¬ 
plasun generauon m pauents with recent thrombosis 
(PoUer 1957, MacDonald 1959, Spittcl et al 1960) 
Thrombotest appears insensiuve to such changes in 
contrast to heparin-clottmg-ume methods, which ma} 
register a thrombouc tendency The observauon that the 
TGT was apprcaably impaired in six cases before anu¬ 
coagulant therapy was commenced is of interest In most 
of these cases there appeared to be a combined defca m 
coagulauon factors, mcludmg prothrombin and assoaatc 

factors , 

The day on which appreciable depression of thromo 
plasun generauon was first registered was by no mwns 
constant, varymg from the start of treatment to 13 days 
later This pomt has not been emphasised by previous 
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workers, althou^ impairment of mtnnsic blood-thrombo- 
plastm generation, when the Quick prothrombm time 
was normal or only shghtly prolonged, was observed by 
Roller (1954) and by Hunter and Walker (1954) 

Our results suggest that the therapeutic ranges of the 
Quick test, the p & P method, and thrombotest are not 
directly comparable Either the accepted lower hmit of 
15% m the Qmck test (usmg acetone-dned human bram 
as thromboplastm reagent) denotes too great a depression 
of clottmg factors, or the lower limit of 10% with p & p 
or thrombotest is too high 

B)erkelund (1957) and other Scandinavian workers have 
employed the 10% lower himt, usmg the p & p method, 
for several years, with good results—i e, low madence of 
comphcations From comparison of the Quick test and the 
p & p method. Smith and Schelhng (1955) are of the 
opmion that the therapeutic range with the Qmck test 
shoul4 be 34-48% prothrombm activity 

Our results suggest that excessive reduction of thrombo¬ 
plastm factors may be an important factor predisposmg to 
hsemorrhage In our senes there were four cases of 
hEemorrhage, m three of these the results with P & P and 
thrombotest were below the therapeutic level of 10%, 
and the T G T showed thromboplastm generation to be 
below 5% of normal In contrast the Quick test showed 
the prothrombm activity to be m the therapeutic range— 
1 e, above 15%—^thus failmg to give sufhaent warnmg of 
possible haemorrhage 

It IS as yet too early to define exactly the therapeutic 
limits with the thrombotest techmque The similanty 
between p & p and thrombotest results suggest that the 
range will be 10-30% 

The chief advantage of thrombotest is that it makes 
available to aU laboratories a simple test which gives 
results as rehable as the more comphcated p & p test On 
the other hand, there are disadvantages when it is com¬ 
pared with the Qmck prothrombm-time test Amongst 
these are the greater care necessary m coUectmg blood 
speamens, and m prepanng the glassware and syrmges 
Although the sihconmg of glassware appears simple, it is 
not without risks m unskilled hands Reconstitution of the 
freeze-dned thrombotest reagent reqmres great care One 
of the batches tested contamed an agglutinm which gave 
agglutmauon similar to that obtamed with human blood- 
group annbody, and this mterfered with the readmg of 
the end-pomt m some cases 

Smce more and more panents are bemg treated with 
anticoagulants, a great disadvantage is the high cost of 
imported thrombotest reagent Owren (1960) has shown 
that half quantities of the reagent give as rehable results 
and afford economy The general prmciples for preparmg 
the reagent have been described (Owren 1959), but 
whether such an elegant and rehable Ivophihsed prepara¬ 
tion would be obtamed m a hospital laboratory remams 
to be seen The cost of a home-made preparanon must 
also be appreciable If thrombotest does give some 
wammg of possible haemorrhages when m fact the Qmck 
test does not, then there is a good case for mtroducing the 
newer test at the earhest oppommity In the meantime 
It seems advisable to keep the Qmck prothrombm time 
between I'/j and 2 times normal—i e, 30-20% pro¬ 
thrombm activity—^where this estabhshed test is snll bemg 
used For many years this plan has been adopted by 
one of us (H L ), and it has proved satisfactory from the 
pomt of view of hasmorrhagic comphcanons Toohey 
(1958) pomted out that the p & p method was superior 
to the Qmck method for assessmg dosage at the start of 


anticoagulant therapy, on the other hand, for outpatient 
long-term therapy, where specimens were taken at fairly 
long intervals, the Qmck method was still rehable From 
our results with thrombotest siimlar conclusions may be 
drawn 

Summary 

Two groups of patients having anticoagulant therapy 
were studied 

In group A, comprismg thirty-one patients, anticoagulant 
dosage was based on Qmck’s prothrombm-time test, and simul¬ 
taneous observations were made by Owren’s thrombotest 
method, the prothrombm and proconvertm (p & p) method, 
and a thromboplastm-generation test 

In group B, comprismg twelve pauents, anticoagulant dosage 
was based on Owren’s thrombotest method, and simultaneous 
observauons made by Qmck’s test and a thromboplastm- 
generauon test 

When group A patients were controlled by Qmck’s 
method about 30% of the simultaneous thrombotest 
results were below the therapeutic range, suggestmg that 
too much anticoagulant was given 
When group B patients were controlled by the thrombo¬ 
test method about 30% of the simultaneous Qmck test 
results were above the therapeutic range, suggestmg that 
not enough anticoagulant was given 

Among the forty-three patients there were three non- 
fatal haemorrhages, and m each of these the Qmck test 
results were witfun the therapeutic range whereas the 
thrombotest results were below the therapeutic range 
Fluctuation of mtnnsic thromboplastm faaors was 
studied durmg treatment 

Before the Qmck test is replaced by the thrombotest 
m routme control of anticoagulant treatment more 
expenence is required Meanwhile it is suggested that 
safer control will be obtamed if the Qmck prothrombin 
time, usmg the described acetone-dried bram extract, is 
kept at not more than twice normal, and the thrombotest 
at not more than 3 to 372 times normal No one-stage 
method is entirely safe m controlhng anticoagulant 
treatment 


We wish to express our thanks to the following members of the 
Department of Cluneal Pathology, Manchester Royal Infirmary, who 
so ably assisted us m this invesugation Miss Jean Carr, r i M L T , 
hsematological techmaan. Dr M J Lewis, registrar m pathology, 
and Dr A L Buckley, resident chmeal pathologist We also wish to 
thank Prof P A Owren for sending us preliminary information about 
thrombotest, and Messrs Nygaard & Co , of Oslo, for a generous 
supply of the reagent We are grateful to Evans Medical, Ltd , for 
augmemmg our supplies of the reagent, and to Dr M C G Israels 
for his helpful criticism m the preparation of this paper 


REFERENCES 

BeU, W N Alton, H G fl954) Nature Land 174 880 
Biggs R, Douglas A S (1953)5 dm Path 6 23 

— — Macfarlane R G (1953) J Phystal 119 89 

— Macfarlane R G (1957) Human Blood Coagulation Oxford 
Bjcrkelund C J (1957) edeta rued scand 158, suppl 330 
Douglas, A S (1955) Bni med Bull 11, 39 

Hicks M D , Bormin J A (1959) Bnt J Hcemat 5 194 
Hougie, C Barrow E M Graham J (1957) J dm Invest 36 485 
Hunter, R B Walker, W (1954) Bni med J i 197 
Koller, F (1954) Schuetz med Wsckr 29, 804 

— (1955) Rev Hamat 10 362 

McDoriald L (1959) European Congress of Htematology London 
(abstract) 

Owren P A (1959) Lancet, ii 754 

— (1960) tbtd 1 600 

— Aas, K (1951) Scand J dm Lab Invest 3, 201 
Poller, L (1954) Angiology, 5 21 

— (1956) Clm Set 15 55 

— (1957)5 dm Path 10 348 
PoweU DEB (1957) tbtd p 262 
Quick, A J (1935) 5 bwl Chem 109 73 

— (1938) 5 Amer med Ass 110 1658 

Smi^ F J, Schcllmg V (1955) in Proceedings First International 
Conference on Thrombosis and Embolism Basle 1954 p 815 
Soulier J P le BoUoch A G (1951) Acta med scand 140 132 
Spirtel J A Pascuzxi C A Thompson,) H,Owen C A (I960) Proc 
May a Clm 35 37 

Toohey, M (1958) 5 dm Path 11 56 

Vtetraetc M, Clark P A, Wnght I S (1957) Ctrculatum 16 213 
Waaler, Bi (1957) Scand 5 dm Lab Irrvest 9 322 



1120 NOVEMBER 19, 1960 


ORIGINAL ARTICLES 


THE LANCET 


CARDIAC ARREST 

TREATED BY ELEVATION OF THE LIMBS 
FOR FIFTEEN SECONDS 

W \V Woodward 
MB Sydney, FRCS.FR ACS 

HONORARY SURGEON TO INPATIENTS, GENERAL HOSPITAL, 
LAUNCESTON, TASMANIA 

Filling the arrested heart with blood from the patient’s 
eletated limbs can restart beating, as I have already 
reported (Woodward 1952) The same observation was 
made by Fowler (1952), and the method has been used 
experimentally (Stephenson 1958) Blood can be trans¬ 
ferred to the heart by gravity by raising the hmbs veru- 
cally In states of reduced blood-volume, bandaging the 
limbs can help further, but experience has convinced 
me that, apart from this one indication, bandaging is 
unnecessary 

On four occasions, I have confirmed the effectiveness 
of this method when the chest has been open [Launceston 
General Hospital numbers 77082, 81204, UR 7913, 
U R 14234), thoracotomy allowing direct observation of 
the heart while the hmbs were raised In these four 
patients, mere elevation of tlie unbandaged limbs rapidly 
restored cardiac contractions Having seen these respon¬ 
ses, I concluded that, provided two conditions are ful¬ 
filled, raising the limbs vertically before incising the 
prccordium could be of value The provisos are (1) cardiac 
arrest has been immediately recogmsed, and (2) no more 
than fifteen seconds are spent in the manoeuvre This 
method has been earned out on three occasions, and there 
has been no need for thoracotomy 

Casc-rccords 

Case 1 —A B , aged 62, [U R 1781], on March 13, 1956, 
was given tluopcntonc and galhmine trictluodidc intray cnously 
for bronchoscopy During the operation, cardiac pulsauon, 
seen through a bronchoscope in the left mam bronchus, ceased 
The anaisthetist could not detect the radial or carotid pulses, 
and gave intratracheal oxygen under positive pressure, but 
without effect The patient’s legs were immediately held 
yertically and, before the prccordium could be incised, the 
heartbeat returned and the patient recovered consciousness 

Case 2 —A C , aged 54, was admitted [U R 8358] on Dec 
29, 1957, with sescrc haimatemcsis and mclxna After eleven 
bottles of stored blood, he <\as still m coma but a direct trans¬ 
fusion was followed by sufficient improvement to allow opera¬ 
tion When the stomach was opened, its wall did not bleed 
The aorta was palpated immediately there was no pulsation 
The patient’s four hmbs were immediately held vertically and, 
within fifteen seconds, the pulse returned After completion of 
partial gastrectomy, he recov ered consaousness 

Case 3 —A D , aged 61 was to undergo a left axillary 
dissection in St Vincent’s Hospital, Launceston, on Sept 26, 
1U58 General anesthesia was mduced with thiopentone and 
gallamine triethiodide bv Dr K S Goulston who soon after 
induaion noticed absence of radial and carotid pulses, could 
hear no bean-sounds, nor measure the blood-pressure All 
visible p irts of the skin became dcathlv pale and both pupils 
were widely dilated Flic theatre sister immediatelv held the 
legs venical wlule her assistant did the same to the arms 
Oxvgenvvas given,but it is well 1 novvai (Stephenson 1958) that, 
though necessary, this is nor effemve alone Within fifteen 
seconds the pulse returned Operation was postponed, and the 
patient reeovered consciousness Four days later the axillary 
disseaion was performed vvnhout trouble 

Summary 

In rapidlv recognised cardiac arrest, the pulse has been 
rcstorcel within fifteen seconds of raising the hmbs into the 


upright posiuon—on one occasion, the legs only, and at 
other limes, all four limbs 

Though cardiac massage is sull tlie mam method of 
treatment, it can at umes be forestalled 
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ACUTE FERROUS SULPHATE POISONING 
TREATED WITH EDATHAMIL 
CALCIUM-DISODIUM 

Kenneth Simpson 
MD Lend, MR CP 

Alan Blunt 

M B , B Sc Birm , D C H , D Obst 

From the Department of Child Health (University of Bristol), 
Bristol Royal Hospital for Sicl Children 

The committee on toxicology of the American Medical 
Association (1959) advised the use of intravenous in¬ 
fusions of cdathamil calcium-disodmm (calcium disodium 
versenate) in the treatment of acute iron poisoning Since 
few reports have been published on the efficacy of this 
agent in acute iron poisomng vve present tlie results 
obtained m a severe case 

Case-record 

A boy, aged 2, vvciglung Sl'/n lb (14 3 kg), was admitted 
two hours after swallowing about forty 5-grain (total amount 
320 mg ) tablets of ferrous sulphate He vomited an unknown 
number half an hour after taking them, and his stomach was 
later washed out at another hospital 

On admission (10 40 A M , Feb 15, 1960), he was in severe 
shock and was unconscious The blood-pressure was too low 
to record Tetracycline was given intramuscularly, and an 
intravenous infusion of plasma was started at 11 am 
Three-quarters of an hour later the radial pulse became palp¬ 
able Edathamil 0 5 g m 400 ml plasma was given intra¬ 
venously from 12 15 pm to 3 p m Dunng the afternoon he 
passed several black fluid stools and vomited small amounts of 
blood The plasma-bicarbonate at 3 45 p M was 12 mEq per 
litre, and 80 ml Af sodium lactate was given intravenously 
during the ensuing forty-eight hours From 7pm on I cb 15 
to 10 AM on Feb 16, 0 5 g of edathamil was given intra¬ 
venously in 600 ml of 5'’,, dextrose Consciousness gradually 
returned during Feb 16, and on the following day he began to 
take milk drinks The intravenous infusion was continued with 
5'’o dextrose solution, and a third dose of 0 5 g of edathamil 
was given on Feb 17 

During the night of Feb 17-18 he became increasingly 
restless, and by noon on Feb 18 was semiconscious, with 
acctonic breath and twitching hmbs The liver on palpation 
was small and abnormally firm Blood-pressure, blood- 
glucosc, and plasma-non-protcin nitrogen levels were normal 
A diagnosis of hepatic coma was made, milk drinls were 
stopped, and tetracycline was given by mouth Plasma was 
substituicd for 5" dextrose infusion The first of several 
electroencephalograms (t E G ) was talcn By Feb 19 clinical 
jaundice was evident, and, dunng the morning, four convul¬ 
sions occurred Towards evening he became easier to arouse, 
by the next day he was fully conscious and beginning to play v ith 
toys From this point lus recovery was rapid and sustained 
Clinical jaundice had disappeared, and the liver appeared 
normal in sire bv I eb 23 

At follow-up on April 11 the child appeared to be in pood 
mental and physical health and no abnormalitv was found on 
clinical examination Elearophoresis of plasma proteins, 
plasma thymol-turbiditv, and thymol-fiocculation tests were 
normal 
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Fig 1—^Electroencephalogram from a case of acnte iron poisonmg three days after admission. 


Irwesttgatiom 

Serum-tron (,\Lg per 100 ml by the method of Ramsay 1957) 
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18 

9 30 A M 
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350 
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22 
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Unnary iron —^Urme was digested with mtnc and perchloric 
acids as described by Collins and Diehl (1959) The iron 
content was then estimated by Ramsay’s (1957) method 

No urme was passed until 7 15 p M on Feb 15 From then 
until 5 p M on Feb 17, 761 ml urine, containmg 5416 ng 
iron, was passed 3223 pg of this total was recovered between 
7 15 P M and 11 15 p m on Feb 15 

Serum transaminase (method of Reitman and Frankell 
[1957] ) 

F(b Feb Feb Feb Feb Apnl 

15 15 17 18 19 14 

Senim gluiamic- 

oxaloacetic-transammase 48 990 3400 2050 840 

serum glutamic- 

pjTUYic-lranstounase 25 700 2500 2400 1320 28 

Other hochemical investigations —^Total semm-bihrubm 
Feb 15, 0 25 mg per 100 ml, Feb 19, 4 1 mg Plasma- 
proteins Feb 15, 7 6 g per 100 ml , Feb 20, 4 9 g 

Electroencephalography —Six E E G s were recorded The 
first, taken on Feb 18, was grossly pathological, showmg large 
slow delta rhythms (1-2 cycles per second), up to 250 [tV m 
amphtude, m all regions (fig 1) The patient was then coma¬ 
tose, but on one occasion, when he appeared to awaken 
spontaneously, the delta rhythms dimimshed considerably m 


amphtude for a few seconds The 
second record, taken a week later, 
when the patient was fully con¬ 
scious though restless and irritable, 
showed a dramatic change The 
large delta rhythms had disappeared 
and there was very little rhythmic 
activity of any kmd except for 
occasional runs of theta waves at 6-7 
cycles per second (fig 2) Sub¬ 
sequent E E G showed a progressive 
return to normal, the last record, 
taken on March 3, bemg typical of 
the patient s age-group 

Dr W Grej Walter thought the 
initial gross abnormahty could have 
been due to direct specific neuromc 
mtoxicanon, to a secondary disturb¬ 
ance of subcortical mechamsms as 
a result of hepatic dysfunction, or 
possibly to both 

Discussion 

In cases of acute iron poison¬ 
ing by ingestion it is usually 
impossible to determine the amount absorbed because 
iron lost m vomit, gastric lavage, and bowel evacuanons 
cannot be measured Serum-iron levels are usually 
regarded as mdexes of iron transport, but they only 
mdicate iron-content of the body within broad limits 
Experimentally, feme iron dialyses slowly from serum 
even though iron-bmdmg protem has been saturated 
(Laurell 1947) In ferrous sulphate poisonmg, iron leaves 
the blood-stream rapidly, although probably present m 
feme form (Reissmann et al 1955) Serum-iron levels m 
one of Spencer’s cases (1951) fell from 3300 pg per 100 
ml to 1120 pg m eleven hours In the case reported by 
Brovm and Gray (1955), values fell from 5450 pg to 430 
pg m thirty-mne hours 

An estimate of total serum-iron based on the first 
determination made nearly four hours after the child took 
iron would be no more than a minimal approximation of 
the amount absorbed Assummg that his plasma-volume 
at the time was 5% of body-weight, the plasma-iron 
content was 44,100 pg In the fifty-three-holir penod 
foilowmg the first serum-iron samplmg, 5416 pg of iron, 
or 12% of the mitial plasma-iron content, was recovered 
from the urme Of the iron excreted, three-fifths was 
fovmd m the first urme passed after the mmal edathamil 
infusion, but the second and third mfusions were not 
followed by any rise m urmary iron excreaon 

Sunderman and Boemer (1949) 
quoted amounts rangmg from 45 
to 200 pg per twenty-four hours 
for normal unnary uon excretion 
The amount found m the urme of 
our patient represented a twelve¬ 
fold mcrease of the maximum 
normal figure Increases m urm¬ 
ary uon excretion of the same 
order were found m htemo- 
chromatosis (Figueroa et al 1955, 
Wishmsky et al 1955), hasmo- 
siderosis (Greenwalt and Ayers 
1955), and experimental uon 
poisonmg (Foreman et al 1952), 
treated with chelatmg agents 
Edathamil had httle effect on 
the urmary uon excretion m our 







Fis 2—Electroencephalogram of same case sesen days later 
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pauent although serum-iron levels fell from 6260 (xg 
per 100 ml to 1000 gg within seven hours If the 
drug increased diffusion of iron from the blood, it 
might be valuable in the first and most criucal phase 
of iron intoxication in which shock with haimo- 
concentration develops rapidly In rabbits poisoned with 
intravenous iron, shock developed within a few seconds 
(Brown and Gray 1955), it also appeared when ammals 
were poisoned by intraduodenal insullauon of iron in 
solution, a method which docs not produce mucosal 
necrosis TJus evidence suggested that circulatory 
changes were a direct effect of excess iron in the vascular 
system If tins were so, rapid removal of the excess nught 
aid recovery from shock The rate of fall of scrum-iron 
in our case did not appear to be faster than that recorded 
by Spencer (1951), whose case received no chclatmg agent 
Serum-iron levels m dogs poisoned with intraduodenal 
ferrous sulphate where higher in untreated ammals than 
in tliosc reccivmg cdathamil intravenously immediately 
after iron was given (Bronson and Sisson 1960) Death 
was not prevented, however, and the amoimt of serum- 
iron did not appear to be the determimng factor The 
only survivor was also given disodium orthophosphate 
into the stomach when iron was adrmmstered into tlic 
duodenum 

The course of the child’s illness followed closely the 
biphasic pattern emphasised by Pram (1949) and Spencer 
(1951) An initial period of shock, recovery from which 
could be attributed to tlie measures taken to increase 
plasma-volume and to correct acidosis, was followed about 
sixty hours later by a second period of coma The climcal 
diagnosis of hepauc coma was supported by very high 
levels of scrum-transammasc, increased plasma-bilirubin 
values, changes in plasma-protcm levels, and normal 
plasma-non-protcm-nitrogcn values The abnormal 
E E G records were also consistent with this diagnosis The 
second critical phase was successfully negotiated within 
forty-eight hours and recovery was then rapid The same 
sequence of events has been reported m severe cases 
wlucb were not treated with chclatmg agents 
Summary 

A non-fatal case of acute iron poisoning in a boy, aged 
2, IS reported Treatment included the use of intravenous 
edatlnmil calcium-disodium (calcium disodium versenate), 
and Its effect is discussed The plasma-iron content at 
the start of treatment v.as 44,000 gg In the following 
fift>-t\\o hours 5416 gg of iron uas found in the urine 

The biphasic nature of the chmeal course is agam 
emphasised Relapse in our pauent was tlie result of 
h%er dysfuncuon 

Wc arc grateful to the consultant phjsicians of the clcparttncnt of 
child health and the department of pathology, Umted Bristol 
Hospitals, for their ads ice and tlieir permission to publish this case 
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CANCER OF THE (ESOPHAGUS 

PALLIATION BY INTUBATION 

W P Greening 
FRCS 

ASSISTANT CONSULTANT SURGEON 

G S Ramsay 
M B Lend , T R C S 

RESEMtClI ASSISTANT 

THE ROYAL MARSDEN HOSPITAL, TUUIAM ROAD, LONDON, S W 3 
The most important function of any palhauvc procedure 
m cases of inoperable cancer of the (esophagus or of the 
cardia is tlie rehef of dysphagia Obstrucuon m the oesoph¬ 
agus or the upper end of tlie stomach cannot always be 
relieved by radiotherapy, Souttar’s tubes have certain 
disadvantages, and gastrostomy is a most undesirable 
procedure 

Recently there has been a revival of interest in methods 
of inserung a tube through the obstruction, either via an 
ccsophagoscope (Wciscl ct al 1959, Sachs 1959) or 
through a gastrostomy opening (Gourevitch 1959,’ 
Moghissi 1960) 

Ideally, after mtubaUon, the patient should be able to 
swallow without difficulty, and there should be no rc- 
stricuon in the chet Gourevitch (1959) has summed up the 
mam disadvantages of intubaUon through an ocsophago- 
scopc We would add another to his list—namely, the 
size of the tube that can be passed is hnuted by the 
diameter of tlie lumen of the ccsophagoscope This is 
important because we believe that it is essential to insert 
as large a tube as possible, and this can only be done 
easily from below The danger of sphtting the (esophagus, 
or of hxmorrhage from the growth, has been exaggerated. 
It is possible to dilate a malignant stricture much more 
widely tlinn is generally believed 
These points arc important 

1 The mctliod should be simple dsophagoscopy— 
particularly m the elderly patient—is not always cither easy 
or safe 

2 The tube should be of large diameter 

3 The tube should be made of inert material, capable of 
being fashioned individually for each case, and available in 
different degrees of hardness to suit varying conditions 
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Over the past two years we have developed a method, 
•used m 9 cases, which satisfies these requirements 
Polyvmyl chlonde tubes, supphed m two degrees of 
hardness by Portland Pksucs Lirmted, are used An 
mtroducer ■with mterchangeable ends, to fit three different 
sizes of tube (numbers 30,40, and 50), has been designed 
A flange is made at the upper end of the tube This can 
be done quite simply by immersmg the end of the tube 
m boihng glycerin, at the temperature of which (290°C) 
It becomes easily malleable It is then passed over a 
comcal object of suitable size, and, on coohng, the 
splayed-out end remams a permanent flange The mtro¬ 
ducer (see figure) consists of 30 m of Bowden cable with 
a screw-threaded end, to which can be attached either a 
small ‘ Perspex ’ up, or one of three perspex cones 
The cable is coated -with “ cold-cure ” ‘ Silastomer ’ 
(Midland Plastics Lirmted), this is a sihcone rubber 
covering which is flexible and can be used at temperatures 
up to ^00°C 

Techmque 

The moperabihty of the tumour is determmed either 
chnicallv or at operation A high antenor gastrotomy is 


then made and the mtroducer, tvith the perspex np 
attached, is passed up the oesophagus and dehvered 
through the mouth by the ansestheust The tip is then 
unscrewed and the appropriate cone attached These 
cones are so designed that the base fits mto the lumen 
of the tube, while the run of the cone, which is of slightly 
larger diameter than the outside diameter of the tube, does 
not project, and thus the tube cannot catch m the growth 
as It is pulled through The tube is tied to the base of the 
cone by a thread, passed through the ■wall of the tube and 
through the channel provided m the base of the cone 
Traction on the mtroducer then causes the tube to pass 
easily down the oesophagus, until the flange is just above 
the growth The cone is then detached, and any excess 
of tube cut off, so that the lower end hes m the upper 
third of the stomach The gastrotomy is closed 

We wish to thanJc the department of medical phjrsics at the Rojal 
Marsden Hospital for makmg the insmiment, and Midland Silicones 
Limited for the supply of “ cold-cure ” ‘ Silastomer ’ 
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Preliminary Commumcation 


BLOOD-CHOLESTEROL AND ASPIRIN 

Arteriosclerosis and cardiac infarction are particularly 
important problems at the present time Manv workers 
consider that there is a defirute relanonship between the 
blood-cholesterol level and anenosclerosis Various diets 
have been tned m arteriosclerotic diseases, and attempts 
made to lower the blood-cholesterol level by admimstermg 
Imoleic acid Dreyfiiss ^ observed a rise m the blood-unc- 
aad level m some cases of artenosclerosis, but emphasised 
that the blood-cholesterol level was not invanably raised 
I have noted that m some cases of arteriosclerosis not only 
the blood-cholesterol but also the blood-unc-aad level 
IS raised 

On the assumption that there nught be a metabohc 
relationship betweeen cholesterolsmia and raised blood- 


The effects on blood-cholesterol and unc-aad levels are 
summansed m the accompanymg table 

AH these panents were treated while up and about, no 
change was made m their usual diet or m their daily 
routme After treatment ■with aspmn a stnkmg fall m 
blood-cholesterol level, and a smaller fall m unc-aad 
level, was observed m all cases In several cases, blood- 
cholesterol levels rose after the cessation of treatment and 
reverted to their ongmal value 


I conclude that aspmn has an effect, so far unexplamed, 
on the metabohsm of cholesterol 
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New Inventions 


A SUCKER FOR EMPTVING THE INTESTTNE 


blood-cholesterol AKD BLOOD-HRIC-ACrD (MG PER 100 ML ) BEFORE, 
DURING, AND APTER TREATMENT WITH ASPIRIN 1 5 G DAILY 



Before ^ 

After 2 eeks 

After 1 montia s 

After end of 

Case 

treatment 

treatment 

treatment 

treatment 

no 

Choi- 


Choi- ' 

Tjnc 

Choi- 

Xjnc 

Choi- 
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esterol 

acid 
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esterol 
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1 
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47 
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47 
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62 
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42 
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52 
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62 
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42 
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7 
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43 
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8 

240 

5 0 

198 
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54 
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300 

40 

135 
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10 

342 

4 5 

260 
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In cases of small-bovj'el obstruction it is now the usual 
practice to empty the intestine at operation bj means of a 
sucker The entire length can be cleared of flmd and gas by 
coaxmg the instrument through successive loops of distended 
bowel 

Because the available sucker ends are often too short to 
reach the whole length of small mtesnne, a speaal long sucker 

----T 

has been despised i for this purpose An alternative dewce, 
developed mdependently about the same tune, has been made 
for me by Down Bros, Ltd, 21, St. Thomas’ Street, London, 
SEl 


unc-aad levels, an attempt was made to lower the blood- 
cholesterol level by deaeasmg the blood-^unc-aad For 
this purpose small quannues of aspmn (1 5 g daily) were 
admmistered to 10 patients (6 men and 4 women) whose 
j ages ranged firom 38 to 65 y ears 6 of them had had myo¬ 
cardial infarction and 1 of these was also hypertensive, 
2 were hypertensive, 1 had recurrent anginal pam, and 1 
had penpheral artenosclerosis 


This sucker consists of a brass tube 6 in. long, with threads 
cut at each end so that it can be used to extend the standard 
Poole’s sucker end by simply unscrewmg the outer sheath 
and screwmg m the extension mbe, there is no need to eictend 
the inner tube A */, m flange at the proxunal end of the 
extension tube makes it easier to use 

Guy’s Hospital, ReX LAWHIE 

ixindoa. S£1 MJJ , M s Lond., Fjuas , ALR.C.P 
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pauent although serum-iron levels fell from 6260 pg 
per 100 ml to 1000 ng within seven hours If the 
drug mcreased diffusion of iron from the blood, it 
might be valuable m the first and most critical phase 
of iron intoxication in which shock with haimo- 
concentration develops rapidly In rabbits poisoned with 
intravenous iron, shock developed withm a few seconds 
(Brown and Gray 1955), it also appeared when ammals 
were poisoned by mtraduodenal mstiUation of iron in 
solution, a method which does not produce mucosal 
necrosis This evidence suggested that circulatory 
changes were a direct effect of excess iron m the vascular 
system If this were so, rapid removal of the excess might 
aid recovery from shock The rate of fall of serum-iron 
m our case did not appear to be faster than that recorded 
by Spencer (1951), whose case received no chelatmg agent 
Serum-iron levels m dogs poisoned with mtraduodenal 
ferrous sulphate where higher m imtreated ammals than 
in those receiving edatharml mtravenously immediately 
after iron was given (Bronson and Sisson 1960) Death 
was not prevented, however, and the amount of serum- 
iron did not appear to be the determming factor The 
only survivor was also given disodium orthophosphate 
mto the stomach when iron was admmistered mto the 
duodenum 

The course of the child’s illness followed closely the 
biphasic pattern emphasised by Pram (1949) and Spencer 
(1951) An imnal penod of shock, recovery from which 
could be attributed to the measures taken to mcrease 
plasma-volume and to correct acidosis, was followed about 
sixty hours later by a second period of coma The climcal 
diagnosis of hepauc coma was supported by very high 
levels of serum-transaiiunase, mcreased plasma-bilirubm 
values, changes m plasma-protem levels, and normal 
plasma-non-protem-mtrogen values The abnormal 
E E G records were also consistent with this diagnosis The 
second critical phase was successfully negotiated withm 
forty-eight hours and recovery was then rapid The same 
sequence of events has been reported m severe cases 
which were not treated with chelatmg agents 
Summary 

A non-fatal case of acute iron poisonmg m a boy, aged 
2, IS reported Treatment mcluded the use of mtravenous 
edathamil calcium-disodium (calcium disodium versenate), 
and Its effect is discussed The plasma-iron content at 
the start of treatment was 44,000 (ig In the follovvmg 
fifty-tvvo hours 5416 [ig of iron was foimd m the urine 

The biphasic nature of the clmical course is agam 
emphasised Relapse m our patient was the result of 
liv er dysfunction 

VTc are grateful to the consultant ph> sicians of the department of 
child health and the department of patholog}, Umted Bristol 
Hospitals, for their advice and their permission to publish this case 
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The most important function of any palliative procedure 
m cases of moperable cancer of the cesophagus or of the 
cardia is the rehef of dj'sphagia Obstruction in the oesoph¬ 
agus or the upper end of the stomach cannot alwa) s be 
reheved by radiotherapy, Souttar’s tubes have certain 
disadvantages, and gastrostomy is a most undesirable 
procedure 

Recently there has been a revival of mterest in methods 
of mserting a tube through the obstruction, cither via an 
oesophagoscope (Weisel et al 1959, Sachs 1959) or 
through a gastrostomy opemng (Gourevitch 1959, 
Moghissi 1960) 

Ideally, after mtubation, the patient should be able to 
swallow without difficulty, and there should be no re¬ 
striction m the diet Gourevitch (1959) has summed up the 
mam disadvantages of intubation through an ocsophago- 
scope We would add another to his hst—^namely, the 
si 2 e of the tube that can be passed is limited by the 
diameter of tlie lumen of the cesophagoscope This is 
important because we believe that it is essential to msert 
as large a tube as possible, and this can only be done 
easily from below The danger of sphtting the oesophagus, 
or of haimorrhage from the growth, has been exaggerated. 
It is possible to dilate a mahgnant stricture much more 
widely than is generally behoved 
These pomts are important 

1 The method should be simple CEsophagoscopj— 
parucularly in the elderly pauent—is not alwa}s cither easy 
or safe 

2 The tube should be of large diameter 

3 The tube should be made of inert material, capable of 
being fashioned individually for each case, and available m 
different degrees of hardness to suit varying conditions 
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Over the past two years we have developed a method, 
used in 9 cases, which satisfies these requirements 
Polyvmyl chloride tubes, supphed m two degrees of 
hardness by Portland Plasucs Limited, are used An 
introducer with mterchangeable ends, to fit three different 
sizes of tube (numbers 30,40, and 50), has been designed 
A flange is made at the upper end of the tube This can 
be done quite simply by immersmg the end of the tube 
m boihng glycerm, at the temperature of which (290°C) 
It becomes easily malleable It is then passed over a 
comcal object of suitable size, and, on coohng, the 
splayed-out end remams a permanent flange The mtro- 
ducer (see figure) consists of 30 in of Bowden cable with 
a screw-threaded end, to which can be attached either a 
small ‘ Perspex ’ tip, or one of three perspex cones 
The cable is coated with “ cold-cure ” ‘ Silastomer ’ 
(Midland Plastics Limited), this is a sihcone rubber 
covering which is flexible and can be used at temperatures 
up to ^00°C 

Techiuque 

The moperabihty of the tumour is detemuned either 
clinically or at operation A high anterior gastrotomy is 


then made and the mtroducer, with the perspex np 
attached, is passed up the oesophagus and dehvered 
through the mouth by the anaesthetist The tip is then 
unscrewed and the appropriate cone attached These 
cones are so designed that the base fits mto the lumen 
of the tube, while the nm of the cone, which is of slightly 
larger diameter than the outside diameter of the tube, does 
not project, and thus the tube cannot catch m the growth 
as It IS pulled through The tube is tied to the base of the 
cone by a thread, passed through the wall of the tube and 
through the chaimel provided m the base of the cone 
Traction on the mtroducer then causes the tube to pass 
easily down the oesophagus, jintil the flange is just above 
the growth The cone is then detached, and any excess 
of tube cut off, so that the lower end lies m the upper 
third of the stomach The gastrotomy is closed 

We wish to thank the department of medical physics at the Royal 
Marsden Hospital for making the instrument, and Midland Silicones 
Limited for ^e supply of “ cold-cure ” ‘ Silastomer ’ 
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Pre limin ary Communication 


BLOOD-CHOLESTEROL AND ASPHUN 

Arteriosclerosis and cardiac infarcuon are parucularly 
important problems at the present time Many workers 
consider that there is a definite relationship between the 
blood-cholesterol level and arteriosclerosis Various diets 
have been tried m artenosclerotic diseases, and attempts 
made to lower the blood-cholesterol level by admimstermg 
hnoleic acid Dreyfuss observed a rise m the blood-unc- 
acid level in some cases of arteriosclerosis, but emphasised 
that the blood-cholesterol level was not mvariably raised 
I have noted that in some cases of arteriosclerosis not only 
the blood-cholesterol but also the blood-uric-acid level 
IS raised 

On the assumpuon that there might be a metabohc 
relationship betweeen cholesterolsemia and raised blood- 


BLOOD-CHOLESTEROL AND BLOOD-URIC-ACm (MG PER 100 ML ) BEFORE, 
DURING, AND AFTER TREATMENT WITH ASPIRIN 1 5 G DAILY 



Before 
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unc-aad levels, an attempt was made to lower the blood- 
cholesterol level by decreasing the blood-unc-acid For 
this purpose small quanuues of aspirm (1 5 g daily) were 
admimstered to 10 patients (6 men and 4 women) whose 
; ages ranged from 38 to 65 years 6 of them had had myo- 
‘ *■ cardial infarcuon and 1 of these was also hypertensive, 
2 were hypertensive, 1 had recurrent anginal pam, and 1 
had peripheral arteriosclerosis 


The effects on blood-cholesterol and unc-acid levels are 
summarised m the accompanymg table 
All these pauents were treated while up and about, no 
change was made m their usual diet or m their daily 
rouune After treatment with aspirm a stnkmg fall m 
blood-cholesterol level, and a smaller fall m uric-aad 
level, was observed m all cases In several cases, blood- 
cholesterol levels rose after the cessation of treatment and 
reverted to their origmal value 

I conclude that aspirm has an effect, so far unexplamed, 
on the metabohsm of cholesterol 

Central Cliruc AA ■pTr.T 
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New Inventions 


A SUCKER FOR EMPTYING THE INTESTINE 

In cases of small-bo\yel obstruction it is now the usual 
pracuce to empty the intestine at operauon by means of a 
sudser The entire length can be cleared of fluid and gas by 
coaxing the instrument through successive loops of distended 
bowel 

Because the available sucker ends are often too short to 
reach the whole length of small intestme, a special long sucker 

c -— . .. 

has been devised i for this purpose An altemanve device, 
developed independently about the same time, has been made 
for me by Down Bros , Ltd , 21, St Thomas’ Street, London, 
SEl 

This sucker consists of a brass tube 6 m long, with threads 
cut at each end so that it can be used to extend the standard 
Poole’s sucker end by simply imscrewmg the outer sheath 
and screwmg m the extension tube, there is no need to extend 
the inner tube A */. m flange at the proximal end of the 
extension tube makes it easier to use 

Guy & Hospital, ReX LaWRIE 

London SEl M D , M s Loud., frcs,MRCP 
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patient although serum-iron levels fell from 6260 pg 
per 100 ml to 1000 [ig within seven hours If the 
drug increased diffusion of iron from the blood, it 
might be valuable m the first and most critical phase 
of iron intoMcauon m which shock with haimo- 
concentration develops rapidly In rabbits poisoned with 
intravenous iron, shock developed ivithm a few seconds 
(Brown and Gray 1955), it also appeared when ammals 
were poisoned by intraduodenal instillation of iron in 
solution, a method which does not produce mucosal 
necrosis This evidence suggested that circulatory 
changes were a direct effect of excess iron m the vascular 
system If this were so, rapid removal of the excess might 
aid recovery from shock The rate of fall of serum-iron 
m our case did not appear to be faster than that recorded 
by Spencer (1951), whose case received no chelatmg agent 
Serum-iron levels m dogs poisoned with mtraduodenal 
ferrous sulphate where higher m untreated ammals than 
m those receivmg edathamil intravenously immediately 
after iron was given (Bronson and Sisson 1960) Death 
was not prevented, however, and the amount of serum- 
iron did not appear to be the deternumng factor The 
only survivor was also given disodium orthophosphate 
into the stomach when iron was admimstered into the 
duodenum 

The course of the child’s illness followed closely the 
biphasic pattern emphasised by Pram (1949) and Spencer 
(1951) An imual period of shock, recovery from which 
could be attributed to the measures taken to increase 
plasma-volume and to correa acidosis, was followed about 
sixty hours later by a second period of coma The chmeal 
diagnosis of hcpauc coma was supported by very high 
levels of serum-transaminase, mcreased plasma-bihrubin 
values, changes m plasma-protem levels, and normal 
plasma-non-protein-mtrogen values The abnormal 
EEC records were also consistent with this diagnosis The 
second critical phase was successfully negotiated withm 
forty-eight hours and recovery was then rapid The same 
sequence of events has been reported m severe cases 
tvluch were not treated with chelaung agents 
Summary 

A non-fatal case of acute iron poisomng m a boy, aged 
2, IS reported Treatment mcluded the use of intravenous 
edathamil calcium-disodium (calaum disodium versenate), 
and Its effect is discussed The plasma-iron content at 
the start of treatment was 44,000 (xg In the following 
fifty-two hours 5416 pg of iron was found m the urine 

The biphasic nature of the chmeal course is again 
emphasised Relapse in our patient was the result of 
liter dysfunenon 

Wc arc grateful to the consultant phj sicians of the department of 
child health and the department of pathology, Umted Bristol 
Hospitals, for their adnee and their permission to publish this case 
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PALUATION BY INTUBATION 
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The most important function of any palliative procedure 
m cases of moperable cancer of the oesophagus or of the 
cardia is the rehef of dj'sphagia Obstruction in the (Esoph¬ 
agus or the upper end of the stomach cannot alwaj s be 
relieved by radiotherapy, Souttar’s tubes have certain 
disadvantages, and gastrostomy is a most undesirable 
procedure 

Recently there has been a revival of interest in methods 
of inserting a tube through the obstruction, either via an 
ossophagoscope (Weisel et al 1959, Sachs 1959) or 
through a gastrostomy openmg (Gourevitch 1959,' 
Moghissi 1960) 

Ideally, after mtubation, the patient should be able to 
swallow svithout difficulty, and there should be no rc- 
stricuon in the diet Gourevitch (1959) has summed up the 
mam disadvantages of mtubation through an ocsophago- 
scope We would add another to his hst—^namely, the 
size of the tube that can be passed is limited by the 
diameter of tlie lumen of the cesophagoscope This is 
important because we beheve that it is essential to insert 
as large a tube as possible, and this can only be done 
easily from below The danger of sphttmg the (Esophagus, 
or of hTmorrhage from the growth, has been exaggerated, 
It IS possible to dilate a mahgnant stricture much more 
widely thin is generally beheved 
These points are important 

1 The method should be simple CEsophagoscopy— 
parucularly m the elderly patient—is not always cither easy 
or safe 

2 The tube should be of large diameter 

3 The tube should be made of inert material, capable of 
being fashioned indiMdually for each case, and available in 
different degrees of hardness to suit varying conditions 
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Over the past two years we hate developed a method, 
used m 9 cases, which satisfies these requirements 
Poljwinvl chloride tubes, supphed m two degrees of 
hardness b> Portland Plastics Lumted, are used An 
introducer with mterchangeable ends, to fit three different 
sizes of tube (numbers 30,40, and 50), has been designed, 
A flange is made at the upper end of the tube This can 
be done quite simplj by immersmg the end of the tube 
in boihng glj cerm, at the temperature of which (290‘^C) 
It becomes easily malleable It is then passed oter a 
conical object of suitable size, and, on coohng, the 
splayed-out end remains a permanent flange The mtro- 
ducer (see figure) consists of 30 m of Bow den cable with 
a screw-threaded end, to which can be attached either a 
small ‘ Perspex ’ up, or one of three perspex cones 
The cable is coated with “ cold-cure ” ‘ Silastomer ’ 
(Midland Plasncs Limited), this is a sihcone rubber 
covermg which is flexible and can be used at temperatures 
up to ^00"C 

Technique 

The moperabihty of the tumour is determmed either 
dimcaUy or at operation A high antenor gastrotomj' is 


then made and the mtroducer, with the perspex tip 
attached, is passed up the oesophagus and dehvered 
through the mouth by the anesthetist The tip is then 
unscrewed and the appropnate cone attached These 
cones are so designed that the base fits into the lumen 
of the tube, while the nm of the cone, which is of slightly 
larger diameter than the outside diameter of the tube, does 
not project, and thus the tube cannot catch m the growth 
as It IS pulled through The tube is tied to the base of the 
cone bj a thread, passed through the wall of the tube and 
throu^ the channel provided in the base of the cone 
Traction on the mtroducer then causes the tube to pass 
easily down the oesophagus, junnl the flange is just above 
the growth The cone is then detached, and any excess 
of tube cut off, so that the lower end hes m the upper 
third of the stomach The gastrotomj is closed 

We wish to thank the department of medical phvsics at the Royal 
Marsden Hospital for mafang the mstrument, and Midland Silicones 
Limited for the supply of “ cold-cure ” ‘ Silastomer ’ 
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Preliminary Commumcation 


BLOOD-CHOLESTEROL AND ASPIRIN 

Arteriosclerosis and cardiac mfarcnon are particularly 
important problems at the present tune Many workers 
consider that there is a definite relanonship between the 
blood-cholesterol level and artenosclerosis Vanous diets 
have been med in arteriosclerotic diseases, and attempts 
made to lower the blood-cholesterol level by admmistermg 
hnoleic aad Dreyfuss t observed a rise m the blood-unc- 
aad level m some cases of artenosclerosis, but emphasised 
that the blood-cholesterol level was not mvariably raised 
I have noted that m some cases of artenosclerosis not only 
the blood-cholesterol but also the blood-unc-aad level 
IS raised 

On the assumption that there rmght be a metabohc 
relationship betweeen cholesterotemia and raised blood- 


BLOOD-CHOLESTEROL AND BLOOD-URIC-ACID (MG PER 100 ML ) BEFORE, 
DURING, AND AFTER TREATAIENT WITH ASPIRIN 1 5 G DAILY 



Before 

After 2 w ceks 

After 1 month^s 

After end of 

Case 

treatment 

treatment 

ueatment 

treatment 

no 

Choi- 

Unc 

Choi- 


Choi- 

Uric 

Choi- 

Unc 


esterol 

acid 

esterol 

acid 

esterol 

acid 

esterol 

acid 

1 

270 

47 

240 

47 

180 

40 

370 


2 

370 

62 

220 

62 




3 

310 

42 

175 

32 

228 

32 



4 

330 

52 

286 

50 

230 

60 

310 

62 

5 

270 

40 

230 

50 



300 

42 

6 

350 

48 

280 

40 





7 

331 

43 

190 

37 





8 

240 

5 0 

198 

4 35 

215 

54 



9 

300 

40 

135 

3 25 





10 

342 

45 

260 

47 






unc-aad levels, an attempt was made to lower the blood- 
cholesterol level by decreasmg the blood-unc-aad For 
this purpose small quantiues of aspinn (1 5 g daily) were 
admimstered to 10 patients (6 men and 4 women) whose 
ages ranged from 38 to 65 years 6 of them had had myo¬ 
cardial infarction and 1 of these was also hypertensive, 
2 were hypertensive, 1 had recurrent angmal pam, and 1 
had peripheral arteriosclerosis 

I Drcy'fuss, F Harefuahy 1959, 57, 329 




The effects on blood-cholesterol and unc-aad levels are 
s umm ansed m the accompanjing table 

All these pauents were treated while up and about, no 
change was made m their usual diet or m their daily 
routme After treatment with aspmn a stnkmg fall m 
blood-cholesterol level, and a smaller fall m unc-aad 
level, was obsenxd m aU cases In several cases, blood- 
cholesterol levels rose after the cessauon of treatment and 
reverted to their ongmal value 


I conclude that aspirm has an effect, so far unexplained 
on the metabohsm of cholesterol ’ 


Centra] Clinic 

Nauonal Workers Sick Fund, 
Tel Aviv, Israel 


M Eidutz 
MJ3 Jerusalem 


New Inventions 


In cases of small-bo'vyel obstruction it ic ♦u < 
practice to empty the intestine at weranon hv 
sucker ne enure length can be “ 

coaxing the instrument through successor,. iJ: ° ^ 

bowel unuugn successive loops of distended 

Because the available suiier enrfc c. 
reach the whole length 

developed An altemauve device, 

long, with thread] 

Poele s sucker end by smmlv ^ ° standard 

mdscrewmgmtheeqe^„L^"l"'^S outer sheath 
the inner tube A */ m fl Ihere is no need to extend 

extension tube makes „ Proximal end of the 

it easier to use 

Lawtub , 

M D , M s Lond, p R c S , M 

I Savage, p T flni J Surs 1960 “IT M"' 
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Measurement of Subjective Responses 

Quantuatue Effect of Dnigs Henry K Beecher, ai d , Henry 
Isaiah Dorr professor of research in anaisthcsia. Harvard 
University London and New "iork Oxford University Press 
1960 Pp 494 102 j 

The mam problems of therapy are to relieve, and if possible 
abolish, pain and to ease anxiety, and there are age-old remedies 
for these conditions and brand-new ones hot from the chemist’s 
bench The difficulty is to find the agents which work best 
and ha\ e the fewest disabling and harmful side-effects This 
IS not easy since we have little knowledge of the physiological 
basts of anxiety, though we all think we mean the same thing 
when we use the word Again, we cannot describe pam nor 
compare one person’s pain with that of another A good 
controlled experiment demands the use of dummy drugs, and 
this raises a question of etliics Should sufferers be given 
placebos ? Dr Beecher points to the interesting fact that the 
worse a patient feels the more probable is it that a placebo 
will help him, which seems to show that pain and anxiety 
render patients more suggestible Placebos may even induce 
undesirable side-effects As far as relief of pain is concerned 
It IS possible that few drugs relieve the pain itself, but many 
lessen the reaction to pain, and it is the reaction which is dis¬ 
tressing, as the response of people who have undergone frontal 
leucotomy or lobotomy illustrates Pam, like all perceptions, is 
not pure, but contaminated by the rcaetion component, and it 
IS this rather than the pam per se which differs so much 
from person to person, or m the same person m different 
condiuons 

This last point raises the question of the usefulness of 
experimental as against clinical assays of pain-reheving drugs 
In experimental conditions the human subject suffers little 
anxiety, he knows that die trauma is transitory and un¬ 
important He IS, therefore, a bad experimental animal On 
the other hand, ffie use of animals yields results which arc 
climcally useful since to the ammal the experimental threat is 
as great as any other and holds the same elements of anxiety 
Thus, the ammal and the sick man hold remarkably similar 
views on the efficacy of certain drugs These are some of the 
facts discussed by Dr Beecher He has planned a number of 
ways in which errors of assay can be avoided and imponderables 
measured to some extent He deals with pain- and anxiety- 
relicv mg substances, and a number of others affecting nausea, 
pruritus, cough, euphoria, sedation, and so on He makes the 
mtcresung statement that many cough-suppressing drugs do 
not really reduce the frequency of cough but do reduce the 
patient’s awareness of it Clearly’ this is an important and 
interesting book, well worth study, espcaally since the methods 
advocated can be used for measurement of reactions, quite 
opart from the effect of drugs on the causes of the rcaoions 

The Neurological Examination of the Infant 

Andre-Thomas, Iv'es Chesxi, S Saint-Anxe Dargassies 
Editors R C Mac Keith P E Polam, E Claaton-Jones 
London National Spastics Society 1*160 Pp 50 5i 
This concise, informative, and well-produced guide to the 
neurological examination of the mfant is published a^s a hard¬ 
cover supplement to the Cerebral Palsy BtilUun Pxdiamcians 
and others wall be grateful for the information m this handy 
but durable volume because it is not readily accessible else¬ 
where although essential for the acquirement of the important 
skills required 

The first pan which deals with the neurological examina¬ 
tion of tlic newborn, is based on a regional scheme w^^" 
enables the examination to be earned out in a methodicu 
well-organised wav This is described with great clanty both 
m words and m diagrams Tlie second pan is concerned with the 
examination of older infants and has perforce to consider the 
evolution of each funcuon separatelv This makes it less 
helpful as a tecliiucal handbook, and in spite of the inherent 
dangers it mignf have been useful to include a chronological 


table synthesising the approximate neurological 
expected a: appropriate months durmg the first yeai 

Aledical Physiology and Biochemistry 

Ho lelVs Textbook of Physiology 18th ed Editors Tii 
Ruch, PH D , professor and cxccutiv e officer, depa' 
physiology and biophysics. University of Washington 
Medicine, the late John E Fueton, m d , Sterling 
of the history of medicine, Yale University School of 1 
Philadelphia and London W B Saunders I960 Pp L 

This is an excellent edition of an old textbook, undi 
name and witli an additional editor The title attci ^ 
summarise the aims of the book—namely’, to give an acc 
physiology which is firmly based on the fundamental 
and to show how it relates to chnical problems of a si —' 
nervous, or psychiatric kmd The editors have had nir.^ 
help from an array of workers each of whom is well km 
his own territory The writing is clear and the inforr—' 
accurate Discussion of the clinical applications liasr: 
woven successfully mto the general text and not j— 
separately as though clmical and scientific physiology _ 
things apart Many chapters have been entirely rc\v)_ 
and the others drastically revised Purely biochemical it' 
has been omitted At the beginning of each chapter tlierC- 
useful summary of its contents, and at the end of each a nut)„ 
of references is given This edition is a great improvcmcii 
Its immediate predecessors in that the index is full 
informative so that the book can be used without difficuln 

Publishers face enormous difficulues in keeping down 
price of a new book, particularly one which must have m 
clear figures, and few of those for whom this book is writtci 
medical students—will feel able to buy it We may have 
return to the days when books were so costly that they w 
chained, and lecturers revert to their original task of rcadms 
those who sit under them 

The Urological Aspects of Bilharziasis in Rhodesia 
R M HONEi, MD, FRCS, Consultant urologist, Salisb 
Hospitals Group, Rhodesia, M Gelfand, cbEjMOjFRC 
consultant physician, European and African Hospitals, Salisbi 
Rhodesia Edinburgh E & S Livingstone I960 Pp 
Is 6d 

From a study of 300 European and 100 African cases, 
authors of this valuable book define a number of import 
differences from the more widely known Egyptian form of 
disease and draw attention to its varied manjfcstauons m wl 
-ind coloured races The disease is so endemic among Afric 
that the early symptoms arc often disregarded and aduct 
sought only in the later stages On the other hand, the a 
mcidcncc among Europeans at the time of diagnosis is consid 
ably lower This difference may in part -iccount for the 1 
that no cases of carcinoma in association with billnrziasis w 
encountered among Europeans although in Africans they w 
not uncommon Neither race, however, seems particula 
prone to secondary unmry calculi The cvstoscopic appe 
ances and radiological finduigs in various phases of the disc 
arc discussed in detail and amplified by a number of wi 
chosen illustrations 

In the matter of treatment the authors emphasise the v aiix 
pvclographv m conjunaion with mstrumcntal cxaminatin 
distinguishing between the effects of ureteric obstruct*:^ 
reflux and in determining the approprr 
comphcaaons in the upper urinary tract 

Stress and Psychiatric Disorder 
Scientific Publications I *>60 Pp 15 
papers read and discussed at the s— i 
the Mental Health Research Fun 
stimulating survev of modern rest 
on men 'ind animals The papf 
under stress in children (E J Ant 
in animals (Howard S Liddtll), 
of psvchiatnc rtaaions to strt< 

Sutherland) deserve speaal ir^t 
Tanner, secretary of the rcsx.' 
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I New Ideas on Epidemic Virus Infections 

i 

i Many of the important epidemic virus diseases of man 

[ are transmitted directly &om person to person without 
! the mtervenuon of an mtermediate or alternate host 
‘ Of the factors which influence suscepnbihty, such as 
j inherent or acquired unmurntyj some are qmte well 
j understood, but the factors affectmg virus trans- 
i mission are much less well defined Even m such a well- 
! studied disease as pohom 5 ehtis it is uncertam whether 
^ virus from the throat or from the freces is the more 
*1 important. In many respiratory mfecnons infected 
i secretions are probably the source of the virus, but we 
! do not really know exacdy how and where the virus 
' reaches its next hosL We would expect to find that 
such virus mfecnons are more readily transmitted when 
’ people hve under crowded condmons, and when 
standards of hygiene are low, and this seems to be true 
‘ for pohomyehns and the common acute respiratory 
virus mfecnons It is well known, however, that some 
■ virus diseases tend to become epidemic m the summer 
and others m the wmter 

, Andrewes^ has pomted out that, although Asian 
I influenza was seeded widely m many countnes by 
' modem means of travel, yet m most places epidemics 
developed only when the cold season came on Tempera¬ 
ture could not determme the “ wmter factor ”, for 
otherwise “ the tropics would never get epidemics at 
all ”, and he suggested that m wmter the ma i n change 
was that people were more crowded where they hved 
and worked—a change which apphes particularly to 
children who go back to school m the autumn, and who 
often get colds then Hope-Simpson ’ found an 
astomshmgly close correspondence between mcrease of 
outdoor temperature and decrease m the number of 
patients who consulted him on account of colds In 
another study he showed over a three-year period m a 
group of volunteers that there was a similar correlation 
between the appearance of symptoms of colds and 
decrease of temperature 1 fL below the surface of the 
earth He suggested that the reason for these correla¬ 
tions IS that m cold weather we heat our rooms and thus 
r^uce the relative humidity of the air, and he found 
* tlut switching on a one-bar electric fire m an average- 
size room with the wmdow and door open reduced the 
relanve humidity from over 80°o about 50°o as the 

temperature rose from 20~ to 30 C This drier air, bv 
drying the mucous membranes of the resp iratory tract, 

1 Andrews C H J rn Sck Wth 1958 7S 533 

2 Hope-Simpson R, E ibtd p 593 


may mcrease suscepnbihty to infection Waddy^ 
earher proposed that low absolute humidity could aa 
m this way to aid the spread of airborne disease, and 
one of the illustrations he used to support his view was 
the influenza pandemic of 1918-19 Nevertheless, 
when volunteers are moculated with cold viruses at a 
wide range of humidities and temperatures the fre- 
quencji with which colds develop does not seem to 
vary ^ ^ 

Pohoviruses, by contrast, are more prevalent m the 
later s umm er months, and the explanations of this have 
run on the same Imes as those of changes m the pre¬ 
valence of other infectious agents found m the feces— 
le, greater frequency of fecal-feedmg flies, and the 
larger consumption of uncooked food These factors 
must be assumed to overcome the effect of larger 
amounts of hght and higher temperatures, which would 
tend to reduce the amount of surviving virus H umi dity 
is not generally regarded as an important influence on 
the transmission of pohovuruses 

Laboratory experiments by Heaimes et al ® m 
Utrecht may cause us to revise our thinkmg, and may 
reconcile some apparent conflicts These workers 
prepared from virus suspensions aerosols which they 
held m a closed system, measunng the rate at which 
virus mfecnvity was losL Temperature and absolute 
humidity had htde effect on this rate, but it was strongly 
influenced by relative humidity, and there seemed to be 
a sharp distmcnon between results obtamed at a relanve 
humidity of 40% or lower and one of 50% or higher 
In the case of mfluenza virus (PR8 stram) maenvanon 
of infecnvTty was slow m th? drier condmons and over 
10 tunes more rapid m the moister condmons The 
reverse held for a stram of pohovmis type 1, which 
survTved well at relanve humidines above 50%, but 
which at 40% or lower was inacnvated so quickly that 
no virus could be recovered finm an aerosol 30 seconds 
after spraymg Experiments of this sort have many 
techmral snags some of the aerosol may be lost on the 
wall of the contamer, and the composinon of the 
suspendmg medium or the medium m which samples 
were collected may greatly affect the survival of 
viruses But it is very unlikely that such techmeal 
difficulnes would alter the relanvely greater rate of 
maenvanon of influenza virus m humid air and of 
pohomyehns m drier au In fact the observ'anons with 
influenza hav e been confirmed mdependently" m 
experiments conducted by a somewhat different tech- 
mque Hemmes et aL pomt to the correlanon between 
low mdoor relanve humidity and mcreased prevalence 
of influenza, and between high mdoor humidity and 
mcreased prevalence of pohomyehns Their calcula¬ 
tions suggest that m the colder months the relanve 
humidity mdoors drops below the enneal zone of 
40-50% which was foimd m then experiments Then 
hypothesis, then, is that seasonal vananons m the 

3 Wzddv B B 1952 u 6', 

4 ^drewes C H ihd 1940 x 71 

5 Dowlms H F jzekson C G Sp esaan I G Inooj-e T yirzrr j 

Hyz 1955 66 59 , 

6 Hcmiats J H ^Tinkler K_ C. Kool S \i.vjre Lend 1060 IBS, 
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prevalence of these nvo virus infections result from 
variations in the relative humidity indoors, which in 
turn affect the chances of survival of the viruses m the 
dned state 

This hypothesis has the great virtue that it can be 
readily tested Many different viruses are now known 
to cause respiratory disease in winter, while many otlier 
members of the enterovirus group tend, hke poho- 
viruses, to be found in summer It should not be 
difficult to compare the survival of some of thtse viruses 
at high and low relative humidities with tlie known facts 
of their epidemiology, and thus to substantiate or refute 
this interesting suggestion 

Endocrine Exophthalmos 

The exophthalmos associated with Graves’ disease is 
commonly of minor importance compared with the 
thyrotoxicosis it is usually mild and rarely accompamed 
by paralysis of the external ocular muscles By contrast, 
in the exophthalmos associated with exophthalmic 
ophtlialmoplegia,^ thyrotoxicosis is usually mild or has 
been relieved by treatment or replaced by frank myx- 
cedema, but the paralysis of external ocular muscles is 
often pronounced and may become complete and vision 
may be jeopardised by secondary infection or vascular 
thrombosis These nvo chmcally different types have 
been termed thyrotoxic and thyrotrophic exophthal¬ 
mos rcspccuvely, implying tliat the former results from 
increased secretion of thyroid hormone and the latter 
from increased secretion of thyroid-stimulaang hormone 
(t s H ) These terms arc wholly misleading since every 
gradation between the two syndromes can be found, the 
patliological anatomy is essentially tlie same, and there 
IS no evidence that increased secretion of cither the 
thyroid hormone or t s H plays a major part There is, 
however, experimental evidence that exophthalmos is 
produced more easily in the hypothyroid ammal"— 
an observation which may be relevant to the seventy 
of eye signs m exophthalmic ophthalmoplegia and their 
mildness in Graves’ disease 

The principal agent responsible for cx-perimcntal 
proptosis was found to be present in extracts of pituitary 
tissue,^' * and in 1953 Dobyns and Steelman ^ separated 
the exophthalmos-producing substance (e p s ) from 
T s H by differential solubility in tnchloraceuc aad 
They tested it by its capaaty to produce exophthalmos 
in tlie minnow, Fimdulus hctcroclitus Chnical evidence 
in support of the cxpcnmental work has been accumu¬ 
lating In 1956 uvo groups" ’ described their work on 
the measurement of T s H m scrum in a total of 35 
pauents with thyrotoxicosis or exophthalmic ophthalmo¬ 
plegia The} used different techniques, and their results 
at best were only semiquantitauvc Both groups were 
gcnerallj able to detert T s H in the scrum of their 
patients one * found no correlation with tlie degree of 

~I Ilram W R Loti 1036'iTs2 " 

2 Wanne D Roicn t H Af^cr J r%td 193-1 163 565 

3 Locb L I neJmao H /V Sc exp Bid 4 V > 1931 29, MS 

4 Shockarrt J A p 306 

5 H N\ Steelman S K I rd T^r 1953 52,705 

6 QuenJt A Lame^er U D 1 Pre R See MtJ 1C56 <49 209 

** CtlliU-J I C p 212 


exophthalmos, while the other ’ found some evidence 
suggesting that T s H might occasionally be increased 
with severe exophthalmos Adams and PuRvrs ® pointed 
out that T s H IS normally present m high concentration 
in the serum of patients with myxoedema and that it is 
suppressed by treatment with thyroid hormone They 
suggested that the presence of normal amounts in the 
serum of tliyrotoxic patients is surprising and ma) 
indicate a failure in the mcchamsm for its suppression— 
a failure that may be the cause of Graves’ disease 
There is no good evidence, however, that t s H is the 
cause of exophthalmos 


In 1954 Dobyns and Wilson,® using the minnow, 
demonstrated EPS in the scrum of 6 paUents with 
exophthalmos and suggested that the degree of response 
in the fish was correlated with the seventy of the 
exophthalmos This work has been extended by 
McGill using the goldfish, Carassium auratus, and 
by DER Kinderen ct al ” using tlie carp, Cypnnus carpto 
Both groups developed reasonably sausfactory quanU- 
tativc procedures and found evidence suggestmg that the 
active principle causing exophthalmos was the same in 
scrum and in pituitary extracts They both examined 
the serum from a large senes of people and detected 
an abnormally high level in patients with progressing 
exophthalmos, a normal level in those with stauonary 
or regressing exophthalmos or with myxoedema, and a 
low level in those with pituitary failure There is 
therefore chmeal evidence to support the claim that 
exophthalmos is caused by increased secretion of E P s 


Bundle and Pochin and Dobyns showed that 
protrusion of the eyeball is the result of an increase in 
the bulk of tlie retrobulbar tissues The amount of fat 
in the fat depots is much increased, and the cxtraocular 
muscles arc greatly enlarged and their fat content may 
be doubled Dobyns claimed that in the laboratory 
ammal tlie fat is unusually gelatinous and is infiltrated 
witli leucocytes, lymphocytes, and ussuc macrophages, 
and the amount of fat in the muscles is closely correlated 
with muscular weakness Similar but less severe changes 
may affect skeletal and cardiac muscle, and large amounts 
of fat arc found in the liver, kidneys, and epithelium 
besides large phagocytic cells in the lungs, spleen, and 
Ijunphnodcs Evidently the effect of E p s is widespread, 
and indeed it is highly improbable that the pituitary 
gland would produce a hormone which specifically 
caused exophthalmos It is more likely, as McGill 
suggests, to be a general metabohe hormone, possibly 
influcnang water paruuon in fat deposits, and giving 
nsc to ocular protrusion only when secreted m 
excess 


The treatment of endocrine exophthalmos has been 
reviewed by BrainN o specific endocrine therapy 
has been proved to be umformly effccuvc CEstrogens 
and thyroid extract have been tned extensively , b ut 


AtlamJ, D D PurvM II D Mnatohm Wl C 2* 

Dob)n> D M Wllion L A 7 tlin 1 ndocrtn 1951, 1< ISW 
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there is neither physiological nor clinical evidence to 
STigsest that these vrill suppress the secretion of E P s 
the pituitary gland is the most logical 
treatment and appears to be effectire m some cases, 
but m general the suppression of any pitmtary secrenon 
by irradiation tends to be shght and transient, as is 
shown by e^ienence of this method m Cushm^s 
syndrome. Irradiation of the orbits has its advocates, 
but It is diScult to establish that any improvement is 
not the result of acadental irradiation of the pituitary 
gland. Hypophysectomy or section of the pitmtary 
stalk IS apparently very efiecnve, but is drastic 
and, for Ae present, the most reliable treatment for 
severe cases is t arsorrhap hy or orbital decom pression. 

Bathing-svater 

In rill's dunate bathmg is an unnatural habit and it 
may be for this reason that so many lUs have been 
attributed to it. \vamings of the danger of immersion 
after meals, m convalescence, or when drenched with 
sweat are commonplaces of our folk medione. The 
published evidence of infections after bathmg is shght 
and not always convmcmg, but it is reasonable to 
distmguish between bathmg m a modem swunmmg-bath 
and m natural waters fouled by unknown concentraaons 
of human and ammal excreta ftom all orifices The water 
m a swimming bath circulates contmually through a 
filtration and chlonnauon plant It can be polluted by 
no-one except the bathers and, though the d^ree of 
chlorination recommended by the Mmistry of Health is 
not immediately bactenadd, the level of bacterial 
contamination is kept low 

It IS possible that Wdl’s disease, to which Dr 
Breen has called attention, is the gravest danger to 
which the bather m natural waters is exposed. Its milder 
manifestations may escape diagnosis m its more severe 
forms It is still often fetaL It is not a notifiable disease, 
but unoSaal figures suggest that its madence m England 
and "Wales is about the same as that of typhoid fever but 
that Its fetahty-rate is higher The leptospirm (presum- 
ablv derived finm the urme of rats) can survive m water 
for at least a matter of hours, and expenence suggests 
that the limp id Test is as dangerous as a source of infec¬ 
tion as the stagnant water m an old gravel piL Tradioon- 
ally mfecnon is most common m those who work m 
sewers, fishmarkets, and surface coal diggmgs, but today 
agncultural labourers are mfected as ftequently as any 
other group It would therefore be unwise to thmk that 
bathmg is the only source of infection or that, because 
a pauent has bathed, the source of his mfecnon is 
established. 

Tubercle bacflh survive the or dinar y processes of 
sewage punficauon and ran be detected m many 
effluents A few cases of tuberculosis m children have 
been attributed with some reason to imm ersion by design 
or acadentmftesh water There may, of course, have 

16 G E. Sep*.. 17 1950 p 6.9 


been other sources of mfecnon but m every case the 
bathmg site was heatily con tamina ted with sewage 
con tainin g tubercle bacilli—and we know that the dose of 
tubercle bacflh needed to produce a primary mfecnon is 
verysmalL There are other reasons too—e.g, the danger 
of rendermg catde who dnhk the water sensmve to 
tuberculin—^which make it important that the effluents 
ftom sanatona should be ftee Sum viable bactena, and 
perhaps this has not had the attennon it deserves 

Alany sewage effluents contam s alm on ell se. and a good 
deal of raw sewage and farm dramage enters our n\ ers 
without any treatment at all The water m all our larger 
nvers is m fact diluted sewage, and why salmonella 
infecnons are not Sequent among bathers no-one really 
knows Isolated infecnons will seldom be reported, but 
not more than a dozen small epidemics have been 
recorded The sewage is of course diluted, but the 
flow of water is at its least when bathmg is popular 
Salmonells disappear rapidly Sum seawater fay what we 
must m our ignorance call “ natural agenaes ” It may 
be that Sesh water te emin g with anim al and plant hfe 
can be equally fatal Possibly modem methods of 
isolating bactena finm water are so eflfecnve that they 
exaggerate the danger (the minimum mfecnous dose of 
many salmonells is I(P orgamsms or more) there is at 
least a hmt of this m Dr Boycott’s findings.^ Some 
quanntanve esnmanon of sahnonells in nvers might 
help to eluadate this problem There are other infec¬ 
tions which might, m theory, be acquired by bathmg 
Some of the earher work on pohomyehns m ffle U S JL 
suggested an assoaanon between that disease and bathmg 
m rural area^ but other contributory factors such as 
fengue could not be excluded. Today we might suspect 
that other enteroviruses could be spread m this way In 
general, however, no association between ba thin g and 
infectious disease is so obvious as the other hazards— 
sunburn, traumatic damage of all fcmds, and drowmng 
Far too many people m tins country cannot swim, and it 
would be a pity if they never learnt because of a theo¬ 
retical danger of mfecnon. 

Bacteriological standards of punty can be apphed to 
dnhkmg-water because its composinon is more or less 
constanL ''K’eather such as we have been enjoymg wfll 
alter the flow of a nver manyfold wi thin a few hours and 
brmg down silt, sewage, and dead cats m unforeseeable 
amounts To make bathing safer we must use cruder 
methods The mam danger probably comes from the 
discharge of human sewage. The nver boards and local 
authonnes do their best to mmtmise its effects, but the 
work IS slow and costly Bathers m turn will do well to 
eschew the reaches immediately below the outfalls—^if 
they know where these are. The council of the Soaety of 
Aie^cal Officers of Health has been considering thi9 
problem, and has been forced to admit that it can offer no 
remedy other than a general dean-up They ada that 
their members will be imwise to press for these measures 
on the grounds of health We are sure tfaev are naht 
the boundaries between pubhc health and amemty are 
ill defined. 
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WORKING WIVES—AND THEIR CHILDREN 

The shortage of teachers, nurses, and soaal workers is 
causing alarm and despondency Each year there are 
fewer unmarried women, and nearly all of them already 
have jobs If more women are to be found to fill the 
empty posts, they will be married women Many hospitals 
now employ married nurses part-time, and efforts are 
being made under the Mmistry of Educauon to find 
means of persuadmg married women teachers to return 
to their profession 

On Nov 10 a conference was held by the National 
Soaety of Children’s Nurseries entitled “ Workmg 
Wives—What of the Children ^ ” Dr Viola Klem 
pointed out that, though the number of married women 
m employment is mcreasmg, only a small propornon of 
them have young children More than half the women m 
employment today have no children under the age of 16, 
the 1951 census showed that of the households which had 
children imder 16, two-thirds had no child under school 
age, and, since the average family nowadays has less than 
three children, most women spend only a few years with 
very small children, and by the time they are 35 (or 40 at 
the latest) they are relatively free The popular image of 
the dotmg mother and her tivo small children is 
unreahsuc, said Dr Klem, and seldom found Moreover, 
despite mcreasmg concern and discussion about mothers 
gomg out to work, the mother who does nothmg but look 
after her children is in fact a new phenomenon She is 
not to be found in agrictiltural commumaes In the 
mid-19th century one married woman m every four had a 
)ob, moreover she had on an average 6 children and worked 
long hours under appallmg condiuons Nowadays one 
mamed woman in three has a job, but more than half of 
these have no child imder the age of 16 

Several speakers pomted out that we do not yet know 
whether the regular absence of the mother for part of the 
day does any harm to the child Though working 
mothers are commonly blamed for juvemle delmquency, 
endence is scanty, and there is no evidence at all that the 
effects of daily separanon are comparable to the proven 
ill effects of total separation and depnvation * 

Dr Lumsden Walker thought that whether a woman 
■with young children should go out to work is an mdividual 
matter Some women, unable to stand almost total isola¬ 
tion inth young children, make better mothers if they do 
go out for at least part of each day Factors which 
encourage a woman to go out to work are the modern 
small houses and labour-savmg devices, increasing 
urbamsauon with few social contacts, small famibes, and 
(m some areis) soaal pressures, pamcularl} towards the 
purchase of “ advantages ”—i e , consumer goods 
Against motliers going out to work are different kmdsof 
soail pressures, and a strong and widespread fcchng of 
guilt, often induced b> “ the mess of popular psj chological 
tcaclung ” which creates problems such as “ anxictj about 
scpariuon-anxicty ” Also important are the attitudes of 
husbands and in-Iaws, and the availability of work 

There seemed to be general agreement that the mental 
health and the happiness of the commg generation 
depends on the love and secuntj of maternal care, but 
opinions differ on what consututes this Alanv people 

I RoAibN J MatemjalCareWen al Heal h ^orldHcaJJi 


beheve, with Dr Lumsden Walker, that stable happj 
parents can do more or less what they hkc without 
mjurmg their children’s psyches, but that the situauon is 
very different where there is instabihty Anxiety and 
depression are probably commoner among women today 
than ever before, and many think that one reason for this is 
the soaal isolauon of women that is characterisUc of 
modem soaety A woman has lost her previous funcuons 
as helpmate to her husband m breadwinmng and as chief 
educator to a large brood of children, yet soaety imposes 
no demands that she seek subsutute functions She can 
try her hand at a paid job or at social welfare activity, but 
usually nobody says that she must And so the modern 
wife, after her youngest child has started school, is partly 
funcuonless, which means that she is hkely to quesuon 
her very reason for existence and to feel a vague but 
pervasive dissatisfaction " She may try to compensate for 
her own troubles with the aid of her child, but the effects 
of overprotecnon on the child are well known 

If a mother of yoimg children who wants to go out to 
work IS to be either encouraged or helped, provision must 
be made for the children At present, however, there arc 
only 79 day nurseries open m the whole of London, and 
most of the places in them arc reserved for children 
whose mothers are the sole breadwinners m the family 
Indeed, m the whole of this country there are no more 
than a few places for children whose mothers work 
because they want to or because they feel a need to spend 
part of the day away from home On the other hand, at 
least one local authority has now given priority to the 
children of women teachers, so that thar mothers, much 
needed, can return to their profession, and m our corres¬ 
pondence columns this week Dr Coghill speaks of die 
West Middlesex Hospital’s plans for a crechc-cum- 
nursery-school for the children of married nurses 

But there is more to the problem than this To work 
fiill-nme and also look after a house and family requires 
a good deal of orgamsation, and also stamina, both 
physical and mental Naturally many women prefer to 
work part-ume, and it has been shown ’’ that wherever 
part-time work is to be had there is a supply of suitable 
workers Many employers, however, are reluctant to 
employ part-timers, because these mcrease their adminis¬ 
trative burden, along with compulsory contribuuon to 
msurance schemes Moreover, absenteeism is much 
higher in women than m men, largely because women must 
stay at home not only for illness in themselves but also for 
illness m their famihes ® 

From the standpomt of the mother, an important point 
is that, if she docs not conunuc to work while her children 
arc yoimg, she may lose the abilit> to do so, and conunuc to 
be housebound and probably frustrated when her cliildrcn 
become independent of her In many skilled occupations 
and professions, mcludmg our own, failure to pracuse 
leads to loss of skiU Moreov cr m many professions, if one 
stops workmg, one drops out of evcrj’thmg few posts arc 
open to a woman doctor who has not pracused for ten or 
twentj jears Lastlj, even if a woman retains or regains 
her skill and has a chance of a suitable job, she may sull 
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lack self-confidence A woman who has been tied to the 
hoiisehold foi many years may find that she has an 
insuperable psychological block against retummg to work 
m the outside world Such a block is often seen m just 
those women who seem most frustrated by the isolation 
and semi-idleness of their home hves, and therefore 
might gam most firam work 

There are many possible wajs of helpmg to get over 
these difficulties In the first place, those who advise 
young girls on the choice of training would do well to 
bear them m mmd Later, women whose children are 
grown up can be encouraged to use their tr ainin g and 
experience, to revise their knowledge and practise their 
skfils, or else to take up new traimng, and this would save 
some mothers from gomg out to work while their children 
are very young Any drive to mduce professional women 
to return to work would be more successful if it were 
accompamed by mcome-tax concessions many more 
women would work if the cost of mother-substitutes were 
regarded as a legitimate expense ^ Ashley Montagu has 
suggested ® that women should have matermtt leave, 
lastmg two years, and also that mamed people of both 
sexes should work for only four hours a day On a more 
immediate level, extension of the home-help sj stem nught 
help more women to work part-time, and, by raismg the 
status of the domestic workers themselves, it would mduce 
more women to take up this occupation 
These suggesnons concern a number of mdividuals 
who seem to need them, and they receive pubhaty because 
soaetv badly wants certam types of women workers But 
what is even more necessary m the long nm is research mto 
the needs of women and their husbands and children 


TUMOUR VIRUSES 


At present, with the possible exception of warts, there 
IS no known tumour virus m man, but, tumour viruses 
bemg widespread m other animals, it seems unlikelv that 
man is m truth thus excepnonaL^” Toolau et al have 
described the isolanon of a virus which causes a distmcuve 
disease m hamsters moculated as newborns or m utero 
(withm a week before birth) The disease manifests itself 
m deformities consistmg of small size, flattened foreface, 
or micro cephalic domed head, protrudmg eyes and 
tongue, absent or abnormal teeth, and fragile bone 
structure These deformities, previously described by 
Toolan'* m her ori ginal account of the isolation of the 
■wrus, are now thought to be a late manifestation of virus 
infecnon which m higher ntre causes death with lesions 


m the h\ er The virus has been isolated from eight trans¬ 
plantable human tumours mamtamed m vito HEp 1, 3, 
4, and 5, HS 1, HEmbRh 1, HAd 1, and A-42 It has 

also been isolated from the hter and spleen of patients 
with cancer, but not from their tumours The hvers 
of rats bearmg these transplantable tumours have also 
been found to contam the virus Electron microscopy 
of infecnous flltrates shows pamcles mainl y of 70 mu m 
diameter, manv of which contam a nucleoid 18-25 mx m 
diameter Similar particles hate been seen m the HEp 1 
tumour Cell-free filtrates obtamed from four human 
tumours (HEp 1 and 2, HS 1, and HeLa) grown m vitro 
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have not con tain ed the agent Also vanous transplantable 
mouse tumours (Crocker sarcoma 180, Ehrhch caremoma, 
Bashford caremoma, and ghoma 26), three spontaneous 
mouse mammary tumours, the Jensen rat sarcoma, and 
the Walker rat carcmosarcoma failed to yield the agent 
The vims has not been foimd—watb one possible exception 
which IS not fully described—m normal tissues from rats, 
mice, or hamsters 

Toolan et al are careful to pomt out that there is at the 
moment no evidence that this new vims is a cause of the 
tumours from which it has been recovered Indeed, they 
modestly end their paper “ While the significance of the 
agent m oncology is unknown, it is assumed that others 
will wish to know of these obsen anons ” It can be safelv 
assumed that others will so wish and wfil endeat'our to 
co nfir m these potennaUj important obsers'ations 


INTRAGASTRIC OXYGEN 

Newborn babies commonl> suffer from severe aspht-xia, 
but most recov er qmckly and there is no call for treatment, 
apart from such simple measures as clearmg the airway 
and keepmg the child warm m the head-dowm position 
But regular respiration is occasional!} delayed for several 
min utes, and active resuscitation is then necessar}' In 
the management of these cases mtragastne oxvgen has 
been used widelv m this country following the ongmal 
report of Akerren and FurstenbergThe evidence m 
favour of this procedure is shght and mostly chmcal, and 
recent experimental work by Coxon" m Oxford and 
Cooper et al ® m Newcastle has thrown doubt on its t'alue 

In a senes of experiments on cats, kittens, and puppies 
Coxon measured oxvgen saturation m artenal and portal 
blood before and after gastnc insufflation with oxygen 
The results were compared with those obtamed m a group 
of anoxic cats which were ather not treated or had 
insufflation of room air Under the condinons of the 
experiment Coxon was unable to demonstrate any benefits 
from the mtragastne admimstration of oxygen His 
findmgs m regard to portal blood do not confirm the 
claim of Poupa et al ^ that the mtroduction of oxygen 
mto the small mtestme of rats raises the oxygenanon of 
the portal hsemoglobm by 25% 

Cooper et al, m their examination of the efficacy of 
mtragastne oxygen, found that it made no difference to 
the survival-tune of newborn kittens depnved of mtra- 
pulmonary oxygen In the terminal stages, when cardiac 
arrest was immin ent, they were imable to revue kittens 
by means of mtragastne oxygen, but were successful when 
the lungs were ventilated wath. oxvgen The Newcastle 
workers conclude that the av erage newborn kitten 
requires 0 30 ml oxygen per rmnute for bare cardio¬ 
vascular survival, but that under the most favourable 
circumstances no more than 0 02 ml per mmute passes 
from the enure alimentary tract to the mesentenc blood 
Much of this oxvgen will be consumed m passage through 
the anoxic hver, for it is likely that the ductus venosus 
closes funcnonally within a few rmnutes after birth. The 
propomon of oxygen reachmg the systemic circulanon 
must be so small as to be insignificant 

These obsenanons relate to animals, but there fian been 
recent confirmanon from two sources of the failure of 
mtragastne oxvgen to oxvgenate artenal blood m the 
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newborn infant' ' There is no comparable evidence to 
support the claim that this is a useful procedure, and there 
IS the further consideration that the use of mtragastric 
oxygen carries certam risks and may delay the institution 
of more effecove resusatative measures ' The theripeuuc 
claims for mtragastric oicygen have been seriously 
challenged, and the onus now hes upon those who recom¬ 
mend Its use to produce quantitative evidence of its value 


MENTAL-HEALTH RESEARCH 

The dismal facts of mental illness have been repeated 
so often that they have lost some of their impact Sadly 
httle response can now be generated by statements that 
nearly half the hospital beds m this country are filled by 
psychiatric patients, that somethmg more than 1 person 
in 20 can expect to be admitted at some time to a 
psychiatric hospital, and that about a third of all absences 
from work are attributable to neurosis And relatively 
httle research is directed at improvmg this situation the 
Medical Research Counal, for example, put only 4*/,% 
of Its total expenditure for 1959-60 into psychiatric work 
Too few tramed workers and not enough immediately 
pronusmg hnes of approach are partly to blame, but lack 
of money and opportimity has always been crucial 

To meet this need, a group of doctors, other saenosts, 
and laymen started, in 1949, the Mental Health Research 
Fund, a chantable and independent body that collects 
money from wherever possible to estabhsh research and 
travelhng fellowships, to support specific hnes of study, to 
orgamse conferences, and to award prizes Slow at first 
to gam momentum, the Fund gave the first grants in 
1954—a humble £3129 m that year Growth has been 
steady and the annual report ® for 1959-60 tells of 
£30,227 spent in research projeas and of support for 25 
new studies, rangmg from the foster home to the effects 
of stress on monkeys The total so far spent exceeds 
£133,000, and a great many centres in this coimtry are 
conducting research sponsored wholly or m part by the 
Fund The breadth of projects findmg shelter beneath 
this %vmg IS strikmg ammal ecology, the traming and 
follow-up of the mentally subnormal, the eluadaoon of 
new syni'omes, mental-hospital soaology, the psychology 
of bram damage the long hst shows perhaps spcaal 
emphasis, however, on fundamental studies of bio¬ 
chemistry and neurophysiology For the first time the 
Fund’s report can include a substantial hst of papers 
pubhshed by award holders, 27 in all Support for short 
mdividual research projects, though takmg most of the 
money, has been only one of the Fund’s activines Thus, 
m 1952, It organised a conference at Oxford on prospects 
m psychiatric research, followed by contributions to four 
sjTnposia on child development at Geneva and symposia 
on tlic nervous sjstem at Oxford, Aarhus, and Strasbourg 
Seven books have emerged from these gatherings and an 
eighth, Stress and Psychiatrtc Disorder, just pubhshed, 
(sec page 1124) arose from the Fund’s 1958 conference ’ 

Surveymg the progress of the Fund so far, Mr Ian 
Henderson, chairman of the executiv e committee, told the 
annual general mectmg on Oct 31 of a new departure— 
a £250,000 appeal to endow permanent research posts The 
Fund had become increasmgly concerned with the research 

5 L. S Mo>a F Bumard, E D,Apgar, V 1959, i, 737 

6 Nclion K. P r'td 1960 i 317 

7 Bam- H Q-td 1959 i 6S4 

8 Merjil Healih Research Fund Annual Report 1959-60 39, Queen Anac 

Stree* London, 1 Pp 23 
Q See Lcr-ut 195*^ »i 205 


structure, particularly the lack of permanent prospects for 
those who devote themselves to this work A “ vaaous 
arcle ” led to first-class men going elsewhere, to fewer 
apphcations for research appointments, and consequentlj 
to fewer researcli vacancies being created Mr Henderson 
noted that three branches of the Government were 
involved the Mimster of Health, the Mimster of Saence 
via the Medical Research Counal, and the Chancellor of 
the Exchequer via the Umversity Grants Committee, and 
therefore no one person was responsible for mental-health 
research as a whole Regular sums should be set aside for 
the missing chairs and readerships, and an inaease in 
voluntary support, Air Henderson beheved, would force 
the State to take action 

Emphasising the dearth of psychiatric research in 
Briush umversities (where it should be done). Sir Geoffrey 
Vickers said that only 9 umversity psychiatric departments 
existed m this country and, of these, 6 had been set up 
smee the war Difficulties in the early formative years, 
plus chmeal and teaching demands, had made it very hard 
for these departments to conduct much research as yet, 
and the chair of experimental psychiatry at Birmingham 
University remained unfilled Government acuon in 
promoting work of this land was sometimes impeded by 
the umversities’ legitimate demands for independence, but 
Sir Geoffirey explamed that the Mental Health Research 
Fund, as a private benefactor, could achieve this more 
readily by offering help to those umversiUes that seemed 
most receptive If we made an effort comparable to that 
in the physical saences (mcluding brmging m the most 
promising men). Prof J Z Young told the mceung he 
beheved we should soon learn how to learn, how to 
discover, and how to avoid those breakdowns in the brain 
which constitute mental illness 

A relatively small sum could transform the academic 
world of psychiatry, and it is no longer fanaful to hope 
that a breakthrough in biochemistry may release a 
hundred thousand people in this country from the grip of 
schizophrema The Mental Health Research Fund 
deserves vigorous support in its efforts to accelerate 
progress 


WHERE DO WE FIND MICROBES? 


The modem microbe hunter is not the pathologist 
trymg to find the causal orgamsm, but a teacher, student, 
or research-worker looking for microorgamsms tliat are 
either typical and so suitable for teachmg, or have particular 
properties such as the production of antibioucs, or depend 
on particular substances for growth To find out what 
orgamsms were kept in different laboratories, and to help 
in the mtcrchange of cultures, an orgamsauon wtth the 
cumbersome title of British Commonwealth Collecuons 
of Micro-organisms was set up in 1947 With the 
cxccpuon of South Afnca, the larger countries of the 
Commonwealth formed national committees which 
collertcd informauon and issued direaones in 1951 ’ 

New editions of direaones covenng the United 
Kingdom,’ Canada,’ India,* Austraha,* and New Zealand ' 
have just been pubhshed These give the names and 
address of labontoncs whose direaors have indicated 
their wnlhngness to distnbute cultures to those who want 
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them, and show what types of organism (algs, protozoa, 
bactena, fungi, yeasts, viruses) are kept m the different 
collections The directories with their hsts of species do 
not form a Who’s Who for rmcroorganisms, and, smce 
each directory has had a different set of editors, they 
provide many examples of the subjectiveness of taxonomy 
On nomenclature each director probably reflects the 
prevalent opmion of the country, but the directones 
should not be taken as a gmde to correa usage 
The hsts of speaes were made up from rephes to 
quesuonanes sent out (m the U K at least) m 1958, and 
in a recent test it was found that several laboratones 
have lost or discarded some of the strains hsted in that 
year Furthermore, the pubhshed hsts do not contain 
strams added smce With the reservation that the hsts 
are not as up to date as they nught be, they will still be 
useful to those seeking cultures So far these hsts of 
Commonwealth collections are the most comprehensive 
available It is cheering news that plans are bemg made to 
extend the work to other countries so that a world-wide 
directory can be prepared 


AMBULANCES 

We have always wondered who designs our ambulances 
We accept them as we accept instrument bowls and bed- 
pans they are not perfect but we do not know of better 
Bothwell ^ has now put forward some ideas for improving 
the ambulance No-one, least of all the patients, would 
deny the virtues which he claims for his design Indepen¬ 
dent sptmgmg would make for smooth nding, and ftont- 
wheel drive for a low floor easy of access for walking patient 
or stretcher Indeed Bothwell would go further than this 
he suggests a mechamsm by which the body of the 
ambulance could rest on the ground while it is bemg 
loaded 

Perhaps the most important lesson of this article is the 
small part that our profession plays m what is basically a 
medical (or surgical) problem Under the Act of 1948 
the ambulance services are the responsibihty of the local 
authorities Though nommally under the control of the 
medical ofiflcer of health, m many counties and county 
boroughs they are orgamsed and managed by a staff which 
is entirely lay We beheve that every ambulance carries at 
least one man tramed m first-aid, but the expenence of 
- some practitioners suggests that those who control the 
service do not always appreciate the finer pomts about 
movmg sick people Yet few M o H s can afford to appoint 
a medical member of their staff as a full-time ambulance 
Qfihcer A reasonable solution is not easy to find, but 
no-one must forget that m cases of doubt the medical 
opmion ought to override aU other considerations 
If our ambulances earned emergency cases only (as they 
do m many parts of the USA) the orgamsanon of the 
service would not be so difficult As it is, most ambulances 
spend at least as much time m ferrymg those who cannot 
use pubhc transport to the outpatient departments In 
rural districts the result is a milk round which may take 
up to four hours—^and four hours m the best ambulance m 
the world is no joke if you have an unumted fracture 
Wireless control of the ambulances &om the control room 
IS almost umversal, and beyond doubt this makes for 
economy, but it is not good for the morale of a patient that 
while he is gomg to hospital the ambulance is diverted 
twenty miles to pick up some other unfortimate Hehcop- 


ters are expensive to buy and to run (and infernally noisy), 
but them use might do much for the comfort of paaents 
Those who have had the opportumty of seemg the type of 
hehcopter used, and the way they were used, after the 
disaster at Frejus nught bnng the matter to the notice of 
the Mimster of Health 

Durmg the late war a distmgmshed bums described 
the ambulance as among the most lethal weapons of war 
yet mvented It was certainly true on most fronts that the 
longer the carry the worse the prognosis This was not 
only because treatment was delayed but also because in a 
movmg ambulance the woimded man never had a moment’s 
rest, however careful the driver and kmd the attendant 
In contrast, evacuation by air was peaceful and almost 
soponfic Our ambulances today are far grander than 
those used by the Army and our roads are smoother, but a 
journey by ambulance can be a very real ordeal for the 
seriously mjured Some patients stand travel better than 
others, but it is generally true that the faster the nde the 
mote uncomfortable it is There is a romantic idea soil 
abroad that the ambulance, like the fire engme, should be 
subject to no traffic regulations In this coimtry ambulances 
enjoy no statutory pnvileges (smce such privileges were 
withdrawn from the New York Qty ambulances the 
number mvolved m accidents has fallen by half ^) On a 
journey of 10 miles the difference m time between average 
speeds of 20 m p h and 40 m p h is 15 mmutes It can 
be very seldom that this time, taken m conjunction with 
the times for loadmg and unloadmg, makes any difference 
to a patient’s chances of survival Far more often, if the 
vehicle travels slower the relative absence of vibration and 
more violent movements will be to the patient’s benefit. 
In a study m Michigan of2500 consecutive ambulance runs 
It was found that m 98 2% haste was needless and that a 
savmg of 5 mmutes would not have influenced the course 
of a smgle mjury ® It would be mterestmg to see com¬ 
parable figures from one of our own hospitals The 
elderly practitioner who told the ambulance to come like 
Jehu and return like Agag gave very sound advice 


ISOENZYMES 


Detection of mcreased plasma and serum enzyme 
activities has proved useful m the diagnosis of myocardial 
disease ' The changes are not speafic, for they may be 
found also m diseases of the hver, the biharj and pan¬ 
creatic tracts, and skeletal muscle Confusion may also 
arise from the a dmini stration of drugs, such as the pro- 
mazmes, certam anticoagulants, and opiates, which may 
also lead to mcreased serum enzyme activity 
Vanous enzymes, it now seems, may turn out to be 
mixtures of several different components, called iso¬ 
enzymes, which closely resemble each other m their 
biological activity but differ serologically and chemically, 
as well as m then: behaviour durmg electrophoresis * ' 
In different tissues, the pattern of distribution of the 
isoenzymes vanes, and it should, therefore, be possible 
to recogmse disease of a tissue by virtue of the fact that its 
isoenzyme pattern becomes dupheated m the plasma 
This, of course, apphes only to those diseases which 
result m release of nssue-enzyme content 

Particular attention has been apphed by Wroblewski 


Magdaner 1 , McElroy M Hospitals 1955 29, 89 172 
Curry, G J , Lj-ttle S N Amrr J Sisrg 1958 95, 507 
Wroblewalu F Arm intern Med 1959 SO 62 
Lancet 1960,1,1123 

Plagcmann P G W Gregor>, K. F Wroblevrski, F J iiot Chem 
1960,233 2282 ihid 1960 235 2288 
Markert, C L,Moller,F Prac Nat Acad Set .Wash 1959,43,753 
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et al ® to lactic aad dehydrogenase, which they have 
investigated by the technique of starch-gel electro¬ 
phoresis ® This is carried out in a rectangular starch-gel, 
and the enzyme activity for every 0 3 cm of the gel length 
can be deternuned by cuttmg out segments of appro¬ 
priate size, peaks of activity can then be demonstrated 
at different positions along the gel Tissue lactic acid 
dehydrogenase has thus been shown to consist of at least 
five components, referred to as LDj, LDj, LDj, LD4, and 
LD 5 ® The higher the number of the component, the 
greater its mobihty durmg electrophoresis In normal 
human plasma, the LD 4 activity is shghtly greater than 
that of LD5, and these two are the ma;or components, 
there are apparently sometimes four ® and sometimes 
five ® isoenzymes Extracts of heart muscle contam the 
same two major components, but LDj predominates over 
LD 4 In hver tissue LDj predommates In skeletal 
muscle, too, LDj predommates, but an appreciable 
amount of the other isoenzymes is present Spleen 
shows a preponderance of LDj and, to a lesser extent, of 
LD4 Kidney shows a preponderance of LDs, LD4, and 
LD 3 , in that order Charactenstic patterns are also 
obtained with human pancreas and human lung, in fact, 
each tissue so far exammed seems to have a special 
distribution of these isoenz 5 Tnes 

In the diagnosis of myocardial infarction some of the 
hmitations of plasma-enz}Tne estimation should be over¬ 
come by measuring the plasma-isoenzyme pattern of lactic 
dehydrogenase activity Diseases of the hver, skeletal 
muscle, bihary traas, lung, and other organs cause 
changes m the pattern which are characteristic of the 
organ or the pathological process, or both, but are not 
similar to those found with myocardial infarction The 
plasma-isoenzyme pattern characteristically associated 
with myocardial infarction should reflect myocardial 
necrosis more distinaly than the plasma-enzyme tests 
previously used The abnormal pattern can be recogmsed 
even though the plasma-enzymes are withm normal limits, 
and it persists appreciably longer than does, for example, 
the nse in serum-transammase 

Isoenzymes, besides those of lactic aad dehydrogenase, 
are bemg mvestigated m several laboratories, and this 
exatmg new development points very strongly to the 
possibdity of a kmd of “ finger-prmt ” diagnosis by 
exarrunation of a pauent’s serum In this way, in the not 
too distant future, it may be possible to demarcate, with 
some certainty, disease of an organ or organs 

SPECIFIC MESENTERIC LYMPHADENITIS 

“ Mesenteric ademtis ” is an all-too-handy diagnosnc 
rag-bag for ill-defined and eianescent disorders As with 
most obscure mfecuons, a viral origm has been suggested, 
but no virus has been idenufied Aird'" noted that 37 cases 
were admitted to a children’s hospital in a penod w'hen 
admissions for appendiatis numbered 83 The disease is 
therefore quite common, and if it could be diagnosed 
without laparotomy man> patients could be spared 
opcrauon Tajlor" has latelj reported 49 cases 

Conunental workers showed that mesenteric ademtis 
ma> anse from infection with Pasteurella pseudo- 
wberadons Knapp'' reported 117 such cases observed in 
1954-57 Most were diagnosed on serological cvadencc, 

fTRc«> c GrcRO-j K \ftr£r^-/J MeJ 1960,263,531 
9 Sinilhio O S, )-i<- J 1955 61 629 

10 Ai d 1 B If r-ci J 1945 li 6S0 

11 Tajlo- J B UBnf J Sjri 1960 4S 178 

12 Kr«rp VT \ra E~J J Utd 195S, Z59 776 


but the causal orgamsm was isolated from the Ijinph- 
nodes m 13 cases and from blood m 2 others The first 
report from this country seems to be that of Mair et al 
who, m a thorough mvestigaaon of 17 cases of mesentenc 
lymphademtis, found evidence of pasteurella mfection in 
3 The material exammed consisted of appendix, fTces, 
throat-swab, serum, and, m all but 5 cases, exased mes¬ 
enteric lymph-nodes The nodes and appendices were 
exammed bactenologically and histologickly, the sera 
were ntrated for anuboches to Past pseudotuberculosis, 
and the feces, throat-swabs, and nodes were cultured for 
viruses on ammon and monkey-kidney cells No virus 
was isolated, but annbodies to Past pseudotuberadom 
were found m 3 cases, and m 2 of these the orgamsms 
were cultured from the l 5 miph-nodes 

Past pseudotuberculosis is a short gram-neganve baallus 
closely related to the plague baallus and is most often 
found as a parasite of small rodents—^particularly guinea- 
pigs and rats—but it has been recorded occasionally m 
domestic animals and birds The specific name denves 
from the appearance of the lesions caused, which macro- 
scopically resemble those of tuberculosis Little is known 
of the natural spread of the disease, but animals may be 
infected experimentally by feedmg, and the site of the 
lesions suggests mfection by the mtestme Infections m 
man are especially common m wmter, perhaps because of 
an adverse effect by cold on the animals which provide the 
reservoir 

The 3 British cases were subacute infections diagnosed 
clmically as appendicitis, although m 1 the possibihty 
of mesenteric ademtis was considered Agglutmms, 
present to litres of 1 m 300, 500, and 3000, would have 
suggested the diagnosis m each case had the sera been 
tested before operation, but the detection of antibodies 
durmg an attack is only presumpuve evidence of leuo- 
logy, and the surgeon may still consider laparotomy 
advisable 

Mair et al recommend culturmg at 22 '’C as well as at 
37'’C One of their isolations would not have been made 
without this precauuon Misleadmg serological reactions 
seem to be rare, Knapp found none m children with 
typical appendiatis or m over 1000 sera collected for 
Wassermann reactions Two uncommon types of Past 
pseudotuberculosis share antigens with salmonelfe, and it 
is therefore occasionally necessary to carry out agglutimn- 
absorption tests to verify the serological diagnosis fe 
uncompheated cases antibodies do not persist for more 
than a few months Gross and microscopical appearances 
of the mesenteric nodes may suggest the diagnosis, but 
these appearances do not have the certamty of baaeno- 
logical evidence 

Pseudotuberculosis due to pasteurella: is foimd chiefl) 
m those aged 2-5 and 12-23 years, boys are much more 
commonly affeaed than girls Occasionally the disease 
assumes a sepuc form with typhoidal symptoms and a 
high mortahty In imld cases no speafic treatment is 
needed, though, even m such cases, it may be advisable to 
use chemotherapy when serum-anubodies persist at a 
high level Experiments by Knapp suggested that 
streptomyan or the tetracyclines were the anubiotics o! 
choice The British strains were sensitive m vatro to these 
drugs and also to chloramphemcol, polymyxm, neomycin, 
and mtrofurantom, but were resistant to peniallmj 
crythromyon, oleandomyan, novobiocm, baatraan, and 
sulphafurazole _ 

13 M«ir N S,Vliur,H J,Surk,E M Conon, J G J din BJiV 
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STERILISATION OF RADIUM NEEDLES AND 
GYNiECOLOGICAL APPLICATORS 

R J Fallon 
B Sc , M D Lpool 

LECITIEER, UNIVERSITY DEPARTMENT OF BACTERIOLOGY, 
VVESTERN INFIRSLARY, GLASGOW, W I 

Sterilisation procedures have recendy undergone 
careful scrutiny and in many mstances deficiencies m 
present methods have been demonstrated (Howie and 
Timbury 1956, Nuffield Provmcial Hospitals Trust 1958) 
Bodmg does not guarantee stenhty and is open to abuses 
(Nuffield Provmaal Hospitals Trust 1958), and Perkms 
(1956) has suggested that it should not be used as a 
stenhsation process if more rehable methods such as 
pressure-steam stenhsation are available 
At present radium needles and gynaecological apphca- 
tors are boiled before use, and to replace this method by 
the use of a conventional pressure-steam stenhser would 
raise difficulties, because the lead necessarj' to provide 
complete protection from the gamma-radiation of the 
radium that might be used for only one patient would 
weigh 100 lb or more 


The Investigation 

It was decided, therefore, to mvesngate the possibihty 
of stenhsmg radium needles and gynascological radium 

apphcators m 
a domestic 
pressure- 
cooker (fig 1) 
This con- 
tamer has the 
advantage 
that It IS so 
small that the 
major part of 
the protective 
lead screen 
can be placed 
around it, and 
only the small 
lead block m 
which the 



Hg I—Presstire-cooker used m this insesti- 
gation A thermometer was uuerted through 
the safet> ping 


radium needles are to be earned to the radiotherapist 
need be placed mside 


MATERIALS AND METHODS 

Radium containers —Dummy radium needles were made 
from stamless-steel rods They were longer than real needles 
to facihtate their removal from the lead blocks under test, and 
thej were also of greater diameter (3 mm as compared with a 
tuaMmum diameter of 1 95 mm for radium needles) Dummy 
inserts for ovoids were also made of stainless steel Before 
bemg used m experiments the rods were coated with spores of 
Bacillus siearothermoplitlus 

The spores —These were prepared by a modification of the 
method desenbed b> Alder and Gillespie (1957) The spores 
used m the majomy of experiments, when tested on filter-paper 
stnps, survived 4 but not 10 mmutes’ exposure to steam at 
121°C(15 1b per square mch) After bemg exposed to steam, 
test-spore papers were cultured m 1% glucose-peptone water 
at 60°C Dummj radium needles were similarlj cultured 
after they had been heated m the vanous experiments 
Unheated positive controls were mcluded m all experiments 
whether with spore-papers or dummv radium needles Tests 
Were read when these posiuv e controls show ed growth with the 


production of aad This usually happened after overmght 
incubation Incubation of heated spores for periods of up to 
18 days beyond the tune when the positive controls showed 
growth did not mcrease the number of positive cultures 
obtamed 

EXPERIMENTAL STUDIES 

Radium Needles 

Preliminary experiments showed that it was not possible to 
stenhse dummy radium needles m a pressure-cooker if they 
were placed m the 
lead block normally 
used for holdmg 
them durmg boil¬ 
ing This block had 
bhnd-ended holes 
for holding the 
needles and as air 
removal m a pres¬ 
sure-cooker depends 
upon turbulence it 
is probable that 
failure to stenhse 
was due to au bemg 
trapped m the small 
space between the 
needles and the sides 
of the holes m the 
block 

To overcome this 
difficulty a modi¬ 
fied rectangular 
lead block was de¬ 
signed (fig 2) Holes 
5 mm m diameter 
were drilled nght 
through the block 
2 mm below the 
block a metal plate 
was attached on 
which the needles rested This design of block had the advan¬ 
tage that the aenve part of the radium needle (which occupies 
the central part of the needle to withm 5 mm of each end) was 
soil screened laterally but steam could circulate fteely through 
the holes The base plate was not perforated 

Experiments were conducted to find out (1) whether the 
needles could be stenhsed m the block, (2) whether the block 
impeded sterilisation as judged by companng the stenhsation 
of needles outside and needles inside the block, and (3) whether 
needles hcavoly contammated with blood could be stenhsed 
in the block 



cm 


I 1 -I -I.. 


Fig 2—^Modified rectangular lead blocL 
with holes drilled right through the hloch 
and a metal plate heiow the hloch to 
support the needles 


Results 

Stenhsation of spore-coated needles —^The results of expen- 
ments wath the modified block are shown m table i In these 
experiments the dummy needles were heated for tw o different 
times at 121 ”0, the block bemg placed upnght in the pressure- 
cooker Heatmg for 10 mmutes stenhsed most of the needles, 
and heatmg for 15 mmutes stenhsed all of them Spores of the 
same batch, tested on filter-paper stnps, were kiUed by bemg 
steamed at 121°C for 10 mmutes but not for 4 mmutes 

Expenments companng the stenhsation of needles inside the 
block xmth those lying free —In these expenments the dummv 
radium needles w ere coated either wath spores or a mixture of 
horse-blood and spores The needles outside the block lay on a 
sheet of wire gauze above the level of the water m order to 
avoid any possible washmg-off of the spores bv the bo ilin g 


TABLE I—STERILISVnON BY STEAM AT 121'’C OF DUVLMY RADIUM NEEDLES 


COATED WITH SFORES OF B stearothermophlits 


Almuies at Z21''C 

i No of needles showing : 
j sun-Tval of spores j 

[ 

Total needles m test 

10 

1 3 j 

17 

15 

0 

30 

0 

(unheated controls) 

33 

1 

33 
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witcr Thi. results of experiments where the needles were 
heated at 12rC for 10 minutes are shown in table ii 
Tlus particular time of exposure to steam at 121 "C was 
chosen because it was known that only a proportion of the 
needles would be sterilised and thus any impairment of 
sterilisation b\ the block would bo obvious It is apparent that 
the block did not interfere with sterilisation of the needles 
Efftct of the piiSLtict of blood on the sterilisatton of radumi 
needles —In the absence of full remote-handling facilities, 
w ashing radium needles presents a hazard to the radium handler 
and needles may not always bo cleaned thoroughly To assess 
the effect of blood-contaminauon on the sterilisation of needles 
a mixture of one part of horse-blood to three parts B stearo- 
thcrmophtltts spore suspension was made Needles were coated 
witli this mixture, then dried The effect of blood on the 


TABLE II—ElITCT Of LEAD BLOCK UPON STERILISATION OT DUMMY 
RADIUM NLLDLES B\ RXrOSURE TO STEAM AT 12rc FOR 10 MINUTES 


Needles coated with 

Needles instdc 
block 

Needles outside 
block 1 

Unheated 

controls 

D sifanuhcrmo^hilus spores 
only 

7/11 (77".) 

•1/25 (/S' „) 

20/20 

1) ste trotherwophilus spores 
nnd horse blood 

13/25 

8US (5-1 ) 

10/10 


Numentor needle-. ..howiiiB sursmi of D stc^ioihcrmophilm spores 
Denomin itor - ton! number of needles in tcsl 



I i 

rlc d—Radium container, rubber cavity tube, and os old 

might lag belund that in the rest of the pressure-cooker thus 
interfering with the sterilisation of needles witlun the bloek 
Thermocouples placed both in the holes in tlie block and also in 
n blind-ended hole in tlie block have failed to show any such 
temperature lag 

Experiments comparing the sterilisation of needles outside 
and inside the block have showai tint 10 of 55 (18%) needles 
inside the block show cd spore sure ival after exposure to steam 
at 121'’C for 12 minutes as compared with 10 of 48 (21%) 
needles outside the block These results suggest that the block 
docs not interfere witli sterilisation (12 minutes’ exposure was 
used here as these spores were more heat-resistant than those 
used for the experiments shown in table ll) 


sterilisation of these needles is clearly shown in tabic it 
Whereas approximately five out of e\ery six clean needles were 
sterilised after 10 minutes at 121'’C, only half of the blood- 
coated needles were sterilised All of 30 blood-coated needles 
were sterilised after exposure to steam at 121‘'C for 15 minutes 
whether they lay inside or outside the block 

1 hesc experiments show that dummy radium needles when 
coated with heat-resistant spores and blood can be sterilised 
in a block of the general design illustrated in fig 2 The block 
used for these experiments docs not, however, provide the 
maximum desirable protecuon against radiation for the person 
who has to carry it from the lead-screened pressure-cooker 
to the user 

With the aid of Mr T McAinsh, n sc , of the Western 
Regional Phy sics Department, an improi cd block w as designed 
This cyhndncal lead block (fig 3) is 10 cm in diameter and 
6 cm deep and weighs approximately 5 5 kg (12 Ib ) It will 
hold 21 needles in holes 5 mrn m duinetcr When fully 
loaded, the radiauon lc\cl at the centre of the block surface is 

3 rOntgens per hour 
and at 15 cm from 
the block IS 1 ront- 
gen per hour Be¬ 
cause this block will 
be handled with 
long tongs and for 
y cry short periods 
only, It proyides a 
good margin of 
safety 

As tlicrc IS con¬ 
siderably more lead 
in this block than in 
the modified block 
used for most of the 
experimental yyork, 
a perforated base 
plate yy as introduced 
to ensure good steam 
circulation through, 
and air rcmoyal 
from, the block It 
seemed possible that 
the increased mass 
of lead yyould take 
'o much heating 
that the temperature 
yyithin the block 



lip 3—C> Ilndrlcal metal block ThU ha« 
n carrj lap handle ond a bra*e arm to 
which are attached the tllk threadi from 
ttie milium 


Gynetcolospcal Applicators 

The other radium sources considered in this study yycre those 
used in gyna.cological work for the irradiauon of tlie ccrux 
uteri These are of tyyo kinds (1) those contained in a rubber 
oyoid for irradiation of the vaginal vault, and (2) those con¬ 
tained in a rubber intrauterine tube (fig 4) Normally bodi 
these types of applicator arc boiled before use 


TABLE in—^STERILISATION BS STEAAl AT 12]'’C OE OVNAJCOLOCICAL 
RADIUM APPLICATORS CONTAMINATED WITH B stearothcrinofhiliis 
SPORES 


Container j 

Minutes ot 121 C 

Number show inp spore surv 
toinl tested 

0\oid 

15 


Uterine cavity tube | 

15 

l/M (2/1 «• 


• Shotting growth oficr opcninp tube and culturing tnctnl insert 


The cayity tubes yycre made up as illustrated in fig 5, the 
metal insert being coated yyith spores of D stcarothcrinophilus 
After being heated in the pressure-cooker, cayity tubes yicrc 
cultured intact for 24 liours, then the metal inserts were 
removed ond the tube and insert yycre cultured together for 
another 24 hours Unheated controls included in each test 
rcycaled that some batches of cayity tubes contained a sub¬ 
stance or substances yvhich inhibited tlie groyyth of D stearo- 
thcrnwphiliis It yyas found that repeated boiling of the tubes 
remoyed this inhibitor All tubes from " toxic ” batches used 
in these experiments yycre tested, tliereforc, for on inlubitory 
effect both by incubaung tliem in peptone yyatcr inoculated 
yvith B stcarothcnnophilus and by boiling them yvith tlie spore- 
coated metal insert inside and then culturing the metal insert 
to sec if any “ toxic " effect yvas evident only on heating 
Despite the lad of toxicity cycntually shown by these tests 
on tubes yyhich had been repeatedly boiled, the inserts yyere 
latterly incubated alone 


Silk thrcod ottoched 



rir ''—Componmlt of n rubber 
Onl> one radium container I« *1 
NormttUy Ihl* tube would be fille 


Neck tied 

with tllk 



Silk from rodtum 


Contomor 
CAVITV Tunf 

Jterlne cavity tube ®nd o>o!d 
awn In the uterlne»c»vlfy tube 
with two or three conf*Incrr 
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T I- r r"—ETTCt VESTING COVDiTIOKS UPON TEP S’-ZSILISATON O' 

GTKECO-OGlCil. AP'LICATORS ST SSPOSUU; TO STEA3I AT 121 "C FC” 
15 MISCTUS 
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Oroids End therr inserts ttere coeted tmth spores of B ' tnro- 
tks^r-nprilus or vnth a mmnire of spores and olood ana vrere 
tnea oned. After heating, ovoids End inserts nrere cultuxea in 
1^-gincose-peptone VTEter at 60"C. hfo evidence of a ‘ tome” 
eSect VTES no*ed in experiments wttn ovoios 
RtrjliS 

'^nea cavirv tubes and ovoids were heated abo-e tne level of 
ttater m the pressure-coober not all of them were s*eiihsed bv 
exposure to steam at 121 C for 15 minutes (tab' e if) This mav 
well have been aue to air pocketmg in and consequent fiilare 
of steam penetration into both me cantv tuoes ana the central 
ccTtv of me ovoid. Experiments were, therefore, camea out 
with me cavitv mbes to see whether moistening the insert 
before placing it m the cavitv mbe would help to overcome mis 
ciSculty As mav be seai from table iv the results were 
equr-oesL 

Air pocketmg m ovoios can be overcome ov immersing them 
m the wa*er m the pressure-cooker Table rv shows the results 
of experiments comparmg the proportion of ovoios sterilised 
waen heateo above the water m me pressure-cooker with the 
proportion sterilised vdien the ovoids were immersed m water 
It mav be seen that immersing them aunng sterilisation 
increasea the proportion of ovoids sterilised bv heatmg for 
15 mm. at 121''C 

One ovoio immersed was not sterflised after 15 ramntes at 
121 "C. This IS not surpnsmg m view of the oifficnltv of 
steiilismg the tracks through which me wire securmg the 
radium con tain er to the ovoid passes and those tnrough wnich 
tne silk thread passes 

la suosequent tests wim metal inserts coated either with 
blood and spores, or with sjiores alone, all of 6S ovoios failed to 
^ow spore-sumval after heatmg for 20 min, at 121 C m the 
water m the pressure-cooker This result was due to sterilisa¬ 
tion and not simply to a dilution eSect, because ovoids boiled 
m me water m the cooker for 20 mmures showed growth of 
B szcoTOiksnnopJ-iljs on culture, 

Discnssion 

These expenments show that it is possible to sterilise 
aummv radium needles within a pressure-cooker As 
real radium needles are thinner than the d ummy needles 
inev will allow easier access of steam into the holes in 
the block with presumably still greater eSaency of 
sterilisation. The block described is the largest size that 
Would be needed for one patient. Smaller blocks of a 
si m ilar design could be used for smaller numbers of 
needles It is surpnsmg that inserts in utenne-cavity 
tubes can be sterilised, because in these tubes conditions 
for steam sterflisation would seem to be poor Ovoids 
required heating for 20 minutes at 121"C to ensure their 
Etcrihtv, perhaps because of the vanous tracks through, 
the rubber wnere steam penetranon may be difficult. 
Smee the spores used m these experiments were more 
t'^-resistant than those of pathogemc bactena, an 
additional safety margin is introauced 
To ensure mat sterflisanon is accomplished, a few 
simple precaunons should be taken. The eves of neeoles 
ana omer radium contamers should be kept clean, perhaps 
by treatment m an ultrasomc instrument-washer to avoid 


hannlmg problems, so mat oaciena are not buned m a 
protem coagulum and proteaed from access of steam, 
Ovoios should be immersed m water m the pressure 
cooker and radium contamers should be moistened before 
bemg placed m utenne-cavity tubes It is essential m 
order to remove aU the air, that steam be allowed to flow 
froely from the pressure cooker for at least 2 minutes 
after the water boils, and before placmg the weights on 
the steam outlet. If this is not oone the correct tempera¬ 
ture will not be reached inside the cooker AH amdes 
should be steamea for 20 mmutes at I21'C (i e, 15 lb 
per sq m ) Clare must be taken to ensure mat the cooker 
Qoes not boil dry m view of the possibihtv of damage to 
the xamum contamers 

By usin g these methods the provision of sterile radium 
needles and gvnacological appheators becomes a simple 
but sure proceoure without raismg major handling 
problems The radium sources are placed m the pressure- 
cooker (which could, if necessarv be earned from 
hospital to hospital) on an deeme hotplate whidi hes 
behmd a screen of lead bneks m a room next to the 
operanng-theatre Ideallv there snojlo be a communi- 
catmg hatch between the operatmg theatre and the room 
m which the radium is to be stenhsed so mat the complete 
pressure-cooker after bemg returned to atmosphenc_ 
pressure, mav be pushed mto me theatre on to a lead- 
screened table If this is not possible the pressure-cooker 
could be transferred to a trollej (surtablv screened vnth 
lead) and thus brought mto theatre. 

Once m the operatmg-theatre the cooker can be opened 
wnen its contents are needed and the lead block (for 
radium needles) or the gvnscological radium may be 
earned vnth long tongs to the radiotherapist. 

Summarv 

A simple method of sterflismg radium needles and 
gynscological appheators m a domestic pressure-cooker is 
uescribed. Details are given of a modified lead block which 
ensures adequate circulation of steam round the needles 
The necessarv equipment is mexpensive and the amount 
of protective scre enin g is reduced to a minimiim- 
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CowhU of that depertmeat for rezav keipnil ciwussioas Tbe proto¬ 
type lead b’oek was incde bv Mr -A MzcDo-zld The final modd 
was made bv the 'Western Repaonal Phvscs Lcbo-ctorv The photo¬ 
graphs are bv Air G R Kdrr and the drawings bv Mr R. Callender 

EEFEKESCES 

Alder \ G Gillesve,vr A. (1057) J che-f zJA 10 209 
Hosee, J W , Timbarr NEC. (lo^) Lce'e* n 66o 

ReSeld Prcyincrz] Hc^ail Tnist (1055) P-esent S eriinzas P^cnce tn Sre 
Hcepitals p 20 Lcnd-m 

Pcziins, J J (1956) Pzmeipits znd Alcthoes cf S erihsztrczi p 197 
Spnagadd, UL _ 

‘ In 195S world populanon was 2S52 milhon, the annnaT 
rate of increase is 1 7 per cent, far higher rnrn it has ever been 
before. Unless birth-rates are reauced many nanons of Asia 
will be unable to achieve an economic break-through fiom a 
state of underd evdopment and underemplovmcnt to a developed 
and devdopmg economy This is because the demand for 
semerng the addiaonal populanon will make it impossible to 
promde adequate finance for mdustnahsauon and tedhnological 
development. UTiatever can be done about food pxoduenon, 
m Afiica for instance, can onlv help for a verv few years, if the 
present rate of populanon moeasecontmues Even tf vou could 
keep food production suffiaeatlv high to feed the net vearlv 
increase m populanon (which is conbtful), it is impossible at 
the same time to catch up with the lag of undetnounsnea 
h uman bemgs, who constituTe two-thircs of the people of the 
wtjsld.”—Sir Russni Bpjun Dr JtniAS Kcxlfs, rit-u, 
Kov 10 1950, p 13 
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uatcr The results of experiments where the needles were 
heated at 121°C for 10 minutes are shown m table u 
This particular time of exposure to steam at 121 °C was 
chosen because it was known that only a proportion of the 
needles would be sterilised and tlius any impairment of 
stenhsaaon by the block would be obvious It is apparent that 
the block did not interfere with sterilisation of the needles 
Efftct of the presence of blood on the stenhsatton of radium 
needles —In the absence of full remote-handling facilities, 
washing radium needles presents a hazard to the radium handler 
and needles may not always be cleaned thoroughly To assess 
the effect of blood-contanunation on the stenhsation of needles 
1 mixture of one part of horse-blood to three parts B stearo- 
thertnophihts spore suspension was made Needles were coated 
with this nuxture, then dried The effect of blood on the 


TABLE It—EFFECT OF LEAD BLOCK UFON STERILISATION OF DUAIAIY 
RADIUM NEEDLES BX EXPOSURE TO STEAM AT 121°C FOR 10 MINUTES 


Needles coated \\ith 

Needles inside 
block 

1- 

Needles outside 

1 block 

Unhented 

controls 

B stcarothcnnophtlus spores 
only 

7/11 (17%) 

1 4/25 (16%) 

20/20 

B stearoihermophilus spores 
'ind horse blood 

13/25 (52%) 

8/15 

10/10 


Numerator =» necdle:s sho\MnB sun-iNal of B steiTothennophtlus spores 
Denommator = total number of needles m test 



Fig 4—Radium container, rubber covlty tube, and otold 

might lag behind that in the rest of the pressure-cooker thus 
interfering wth the sterilisation of needles within the block 
Thermocouples placed both m the holes m the block and also in 
a blind-ended hole in the block hav c failed to show my such 
temperature lag 

Expenments companng the stenhsation of needles outside 
and inside the block have shown that 10 of 55 (18%) needles 
inside the block showed spore survival after exposure to steam 
at 121'*C for 12 minutes as compared with 10 of 48 (21%) 
needles outside the block These results suggest that the block 
does not interfere with stenhsaaon (12 minutes' exposure was 
used here as these spores W'ere more heat-resistant than those 
used for the experiments shoivn in table ii) 


stenhsaaon of tliese needles is clearly shown in table ii 
Whereas approximately five out of e\ ery six clean needles w'crc 
sterilised after 10 minutes at 121 °C, only half of the blood- 
coated needles were sterilised All of 30 blood-coated needles 
were sterilised after exposure to steam at 121°C for 15 minutes 
whether they lay inside or outside the block 

These experiments show that dummy radium needles when 
coated with heat-resistant spores and blood can be sterilised 
in a block of the general design illustrated in fig 2 The block 
used for these experiments does not, however, provide the 
maximum desirable protccuon against radiaaon for the person 
who has to carry it from the lead-screened pressure-cooker 
to the user 

Witli the aid of Mr T McAinsh, b sc , of the Western 
Regional Physics Department, an improx ed block was designed 
This cjlmdncal lead block (fig 3) is 10 cm m diameter and 
6 cm deep and weighs approximatch 5 5 kg (12 lb ) It will 
hold 24 needles in holes 5 mm in diameter When fully 
loaded, the radiauon lc\ el at the centre of the block surface is 

3 rontgens per hour 
and at 15 cm from 
the block IS 1 ront- 
gen per hour Be¬ 
cause this block will 
be handled with 
long tongs and for 
\cr> short periods 
only, It pros ides a 
good margin of 
safety 

As there is con¬ 
siderably more lead 
in this block than m 
the modified block 
used for most of the 
experimental work, 
a perforated base 
plate w as mtroduced 
to ensure good steam 
circulauon through, 
and air rcmoi al 
from, the block It 
seemed possible that 
tlic increased mass 
of lead wouM take 
'o much heating 
tha the temperature 
within the block 



I Ir 3—Clllndrlcnl metal blocks This has 
a carrx Inc handle and a bross arm to 
«blch are attached the silk threods from 
the radium needles 


Gymecological Applicators 

The other radium sources considered in this study were those 
used m gynaicological work for the irradiauon of the cervix 
uteri These are of two kinds (1) those contained in a rubber 
ovoid for irradiation of the vaginal vault, and (2) those con¬ 
tained in a rubber intrauterine tube (fig 4) Normally both 
these types of applicator arc boiled before use 


TABLE III—STERILISATION BY STEAM AT lai'c OF GYNAICOLOOICAL 
RADIUM APPLICATORS CONTAMINATED WITH B StCarOthemOpMu! 
SPORES 


Container i 

1 

1 Minutes oi 121 C , 

Number shon mg spore survnal^ 
total tested 

Otoid 

15 


Uterine cavity tube 

i 

I 15 

l/M (2/l4)» 


• Show mg growth ofitr opening tube and culturing metal insert 


The cavity rubes were made up as illustrated in fig 5, the 
metal insert being coated with spores of B stearothermopMus 
After bemg heated m tlic prcssure-cookcr, cavity tubes were 
cultured intact for 24 hours, then the metal inserts were 
removed and the tube and insert were cultured together for 
another 24 hours Unheated controls included in each test 
revealed that some batches of cavity tubes contained a sub¬ 
stance or substances which inhibited the growth of B stearo- 
thermophdus It was found that repeated boiling of the nib» 
removed this inhibitor All tubes from “ toiuc ” batches used 
m these experiments were tested, therefore, for an inhibitoiy 
effect both by meubatmg them in peptone water moculatcd 
with B stearothermophdus and by boiling them with the spore- 
coated metal msen inside and then cultunng the metal msert 
to see if any ‘‘ toxic ” effect was evident only on heaung 
Despite the lack of toxicity eventually shown by these tests 
on tubes which had been repeatedly boiled, the mserts were 
latterly incubated alone 


SiJk thrcod ottoched 
to ovoid 



V\/irc fixing 
rodium contoincr* 


OVOiP 


Week tied 
With silk 



Silk from radium 


conlomor 
rAViTV TUBF 


X—CoropOBintj of o rubber uterlne-eavliy tube •"J*J’ ^ 
1} me radium conlolner It tbowrn In the nterlne-catlty 
rmolly thit lube would be filled with two or three container 
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A Rtmmng Commentary by Penpatettc Correspondents 

It is possible to render a cat neurotic in the following way 
First of all jou teach it that food may be found under a certam 
hd Then you teach it to step on a lever A to put the food there 
Then you teach it that steppmg on lever a only has this effect 
after a bu 22 er has sounded Then jou teach it to step on 
another lever b which causes the buzzer to sound At this 
point the hungr> cat, when put mto the cage, goes to lever b, 
starts the buzzer, treads on lever A, sees the food travel along 
a moving belt to the box, and finally lifts the hd and takes 
the food The mental state of the animal at this stage of its 
training might fairly be compared with that of a membership 
candidate, his bram the precarious repository of an elaborate, 
arbitrary structure of jeas and nays, do’s and don’ts, almost 
amounting to the behavioural equivalent of a Calder mobile 
To return to the cat, it is mstrucnve to w atch the zest ivith 
which the experimenter next rigs up a cyhnder of compressed 
air m such a ivay that, as often as not, but m no predictable 
sequence, the cat receives a violent air-blast m the face as it 
reaches triumphantly down mto the box After several of these 
rebuffs, the wrretched animal grows disgusted wnth a world m 
which It receives only a silent Bronx cheer at the v ery moment 
when It expects, if anythmg, a spot of applause, it becomes 
apatheuc, uncertam, withdrawn It flmches at the sight of a 
mouse and has no heart for small talk with the fellers when it 
returns to the sane and levelheaded world of cats It is, as you 
might say, a cool and far-out catnik Several times a year one 
can see a silent, tight-hpped cortege of humans leaving Queen 
Square m thi s condition 

And now, the moral The cat knows when it is beaten, 
whereas before it unerrmgly selected milk, now it totters on 
shakmg paws to the dish of alcohol But what of its human 
counterparts ? These do not, let it be said, all take to dnnk, 
but with the regularity and persistence of the very seasons they 
return, time after time, to go through the same ntual and 
receive sooner or later the meluctable blasong This ma> not 
altogether go to show, as Qovis once put it, the superior 
wisdom of the cat tribe, but it makes you think, all the same 

* * • 

It looks as though the West Country has lost its fioods for the 
time bemg at any rate, though when the snow comes to the moors 
what will happen to the valleys is anyone’s guess But sufficient 
unto the day—down here we are busy scrubbmg up for 
Christmas The ground-floor rooms m those thousand flooded 
houses look much alike Bare boards (for who would nsk new 
hno or treasured carpet on still damp floors—a few rugs have 
to sufBce), paper peehng ftom dnppmg walls, doors that will 
not shut, coldness and dampness everywhere But the fiirmture, 
what there is left of it, is pohshed to perfection and the brass 
door-step is brighter than ever, and above all there are countless 
fires 

What of the inhabitants ’ There are some bruised shins and 
spramed ankles, the result of steppmg into holes in the boards, 
a few colds, and fewer grumbles What really does hurt is 
when other towns claim to have had bigger and better floods 
^han ours It just isn’t fair* Anyhow we were one of the first 
on the news Our houses w ere on the telly and we could even 
recogmse our friends on the screen We may salute Christmas 
with bare boards, bare walls, bare cupboards even, but salute 
It we will, and if the fioods come agam we will know how to 
deal with them and won’t lose our carpets and hno the second 
time 

• • • 

It had been a long unsatisfactory case, with an mevitable 
conclusion The old man, on steroids for his chest, had failed 

respond to medical treatment for his bleedmg gastric ulcer 
Postoperam ely his abdomen had dehisced twice, and he had 
^d a deep-v em thrombosis His electrolyses had gone hayw ire, 
ms serum-protems had dropped, and he had become a pool of 
ttdema Then, finally, he had begun to bleed agam 


The necropsy plodded on, nobody really leammg very much 
The physiaans looked for a surgical “ cause of death”, the 
surgeons were qmte sure none of it would have happened if 
So when the pathologist pulled a calcareous 5 cm x 2 5 cm 
sohtaire out of the gallbladder and placed it with a bang on the 
table, everybody applauded the anesthetist’s soft comment 
“ W^, there is somethmg concrete, anyway ” 

• • * 

In my first house-job at the Z Royal Infirmary, I became 
convmced that the inhabitants of Z-shire had a bowel fixation 
Whatever their complamt, from congestive cardiac failure to 
dissemmated sclerosis, the patient’s chief anxiety was centred 
on the presence or absence of constipanon Other symptoms 
and states might be unpleasant or mconvement, only bowels 
were dangerous The Medical Registrar, who had worked 
among the Zians much longer than I had, mamtamed that if 
you asked a Zian how his chest was, he would sav “ aU right ”, 
if you asked him how his stomach was, he would say “ all 
nght”, but if you asked him how his bowels were, he would 
say “ all nght, thank you ” 

c • • 

It was a mild sunny Sunday mommg, and the busthng 
animated crowd at Sandowm Park might have been out for a 
carefree day at the races But there w ere an unusual number of 
spectators m uniform—nurses. Civil Defence, ambulance. Red 
Cross, scouts, guides, and pohee There were signs of strange 
imshaps, too, m the mcongruously cheery casualties who 
strolled around, swathed m gory bandages, their faces ashen- 
grey wnth makeup and pow der In fact it was the Casualties’ 
Umon annual competition 

1 had rashly offered to lend a hand supervismg the National 
Blood Transfusion Service demonstration My team was so 
expert that my own colour soon improved A rubicund- 
" donor ” and a palhd “ casualty ” were laid out side by side 
on stretchers “ Blood ” from dnp-feed bottles ran to cannula: 
m the antecubital fossa, artfully camouflaged with flesh- 
coloured plasncme The inflow to the donor and the outflow 
from the casualty were concealed beneath the blankets How¬ 
ever, we all actually drank copious draughts of hot sweet tea, 
whenever the clot of spectators thinned 

The mam ev ent was the Competition m which 24 ambulance 
teams from Service, pohee. Civil Defence, London Transport, 
and first-aid organisanons had to diagnose three set casualties, 
render emergency first-aid, and get them mto the ambulance 
withm ten minutes The “ casualties ” were strewn on the 
steps of the grandstand, actmg the role of cleaners who had 
sustamed mjury while clearmg up after the race-goers It was 
mterestmg to watch how the teams went about it I particu¬ 
larly rehsh the memory’ of a sweatmg poheeman solemnly 
wammg a casualty with a fractured tibia, “ Now, you just stay 
where you are'” 

• • * 

The essential foreigrmess of a foragn country is never so 
strongly felt as m its hotels—the weird noises at odd hours, 
the cigar smells, the mysterious slept-m beds which appear 
overnight m the corridor, the pocket-fillmg keys attached to 
great bronze shields But the thmgs that really make me feel 
homesick and ill at ease are the notices Sometimes 
this IS because I cannot read them at all “ xpthnth tny 
krpthnthcxh'” declared an authontative-lookmg plaque 
m an Atheman lavatory (Zeus' I remember wondermg for a 
sickenmg moment—was I sittmg m the right half of that 
bicameral estabhshment •*) But usually it is their sheer 
threatenmgness that disconcerts me “ 1 the direction 
don’t answer for values and PREaOUX THINGS, LEAVED 
UNGARDED IN THE ROOMS,” growled a huge board m my_ Rome 
hotel Aghast, I carefully locked my piufiil possessions m the 
wardrobe and pocketed another 4 m key before gomg down 
to dinner Next day, when the key jammed m the door, I 
struggled with it m a state of mad, unreasoiung pamc, fearful 
lest I be delaved and get mvolved m some terrible, foreign 
legal proceedmgs For the next nonce ran ” 2 rooms don t 
DISAFFIRMED WITHIN 14 O’CLOCK ARE CONSIDERED CONFIRMED 
FOR THE NEXT DAI ” 
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REPRESENTATION OF REGIONAL BOARD 
HOSPITAL CONSULTANTS 

SiRj—The council of the Regional Hospitals’ Con¬ 
sultants and Specialists Association is concerned at the 
inadequate representation of consultants and specialists 
from regional-board hospitals on the various advisory and 
executive bodies which control the affairs of the National 
Hcaltli Service and of tlie medical profession As a con¬ 
sequence of the National Health Service Act of 1948 
consultants and specialists in regional-board hospitals 
number 85% of the total for England and Wales, and arc 
responsible for over 90% of the clinical work in this 
country, but 53% of merit awards go to consultants m 
teaching hospitals 

No of btdi 

Tciching hospitals 27,814 

Regional board hospitals 455,816 (91*?,) 

Our representation on the councils of the Royal Colleges is 
negligible, and Government committees set up to inquire into 
matters such as the staffing of our hospitals arc often witliout 
anyone on them having had experience in running a large clinic 
in a regional-board hospital 

The National Health Service Act was negotiated without 
direct consultations with the consultants and specialists of non- 
tcaching hospitals as a body, and now \\c have the “ package 
deal ” wtli Its threat to part-time service The aboliuon of 
“ weighting ” for new consultant appointments and of travel 
allowances will cost some consultants about £700 per annum 
to accept part-time contracts, and we wish as an Association 
to bring tlus and other anomalies to tlic attention of the Review 
Body at the first opportunity 

The method of appointment of senior registrars to con¬ 
sultant posts has given rise to widespread dissatisfaction caused 
by the preponderance of the teaching-hospital view, and this is 
especially so when, contrary to the wishes of the local hospital, 
a consultant is appointed who has been registrar to one of the 
tcaclimg-hospital representatives on the advisory appointments 
committee 

Recently a questionnaire was sent to members and non- 
members of this Associauon The rephes received have 
been summarised as follows 

(1) Arc you satisfied that the present method of 
appointment of senior registrars and consultants is 

equitable . , 

(a) with regard to the constitution of advisory 
appointments committees for 

(i) semor registrars 

(ii) consultants 

(b) as regards the merits of the candidates 

(c) m that the majority of the consultants on the 
advisory appointments comimttee for non- 
teaching hospital appointments should be drawn 
from the teaching hospitals 

(2) Do y ou consider that the present representation of 
consultants from regional board hospitals is adequate on 

(а) the councils of the Roy al Colleges 

(б) the Joint Consultants Committee 

(e) other professional, regional hospital board, and 

GoNcmmcnt comnuttecs 

(In some cases those returning the qucsuonnaire did not reply to 

all questions ) 

Wc hope that consultants and spcaahsts who arc 
members of the Regional Hospitals’ Consultants 
Spcaahsts Assoaauon and who arc in sympathy with 
the Mcws expressed in this letter wiU communicate with 
the honorary sccrctancs 


Yes 


37% 

35% 

51% 


14”, 


9 0 ' 
/o 

10 % 

lO”. 


No 


45% 

52% 

31 % 


78% 


81% 

76% 

77% 


not 

and 


I 


47 Lincoln t Inn FicIJi 
Lx'-'iicn ^ C.2- 


Cotton Corv'^aix 

PrrssJeT 

John Ca 
Honc^’an, 

H A( 


DOES BUERGER’S DISEASE EXIST’ 


Sir,— Recent editorials * - have tlirown doubts upon 
the existence of Buerger’s disease (tliromboangiius 
obliterans) and have suggested that it is merely an 
expression of atherosclerotic disease This is a view that 
has a number of adherents and has been growing for some 
years Whilst I would agree that certain of the criteria 
which have in the past been applied to tlus condition may 
be called m question, I think that a more critical examina¬ 
tion is desirable before we accept such a conclusion 


One of the earliest critics of Buerger’s conception ivas 
Fisher, “ whose well-reasoned but cautious paper was largely 
based on five cases diagnosed as cerebral thromboangiitis 
obliterans, arising in elderly men who all had severe atlicro- 
sderosis The afllcted small cerebral arteries had the appear 
ance of “ white strings ”, and this Fisher considered to be the 
result of bland thrombi forming on the distal side of atliero- 
sclcrotic occlusions The illustrations of these arc beautiful 
examples of the canalisation of propagated clot, with normal 
veins One is not disposed to quarrel with Fisher’s intcrprcta 
tion, or with his conclusion that “ cerebral thromboangiius 
docs not exist”, but I doubt if it is legitimate to equate 
such lesions in non-anastomouc arteries with those of 
Buerger’s disease in the limbs, and to argue for a similar 
pathogenesis 

Discussing the matter, Fisher refers to Lmdbom,* making 
the point that in tlic latter’s extensive study of arterial disease 
in the leg, thromboangiitis should have been observed, which 
was not the case This does not necessarily follow, since 
Lmdbom’s examinations of the cadaver were made on a 
sclccuon of elderly subjects all over the age of 50, tlic mote 
elderly being preferred Moreover, m the smaller aricrics his 
patliological examination of the dorsalis pcdis did not extend 
beyond the bases of the metatarsal bones, or of the posterior 
ubial artery beyond ns division into tlie two plantars He 
cxamuied 80 of these cases histologically, and it is clear that 
his mam prcoccupauon was with calcification But in his 
clinical cases Lmdbom refers to 7, ail under the age of 40, m 
which no internal thickening was seen in such arteries as wete 
patent “ In these cases the wall factor was, if existent at all, 
unlmowm ” 

Gore and Burrows, who support Fisher, report 3 post- 
moncm exammauons on males between 43 and 55, wiUi 
extensive atherosclerotic disease and occlusive thrombi ol 
small and medium arteries and occasional venous thrombi 
Tlicy conclude that tlic “ so-called patliognomomc appearance 
of tliromboangiitis obliterans is precisely that of an organise 
and rccanahzcd thrombus in a muscular artery without 
or other disease ” They seem, however, to imply the possibility 
of a distinct ictiology, smcc they quote my own obscnations 
on the differences in the vascular pattern in Buerger s discas 
and athcrosclcrouc isclixmia They add “ The basic lesion is 
arterial thrombosis which starts distally in small arteries an 
progresses by means of retrograde extension to the large 
proximal channels ” Tlus is the converse of Fisher’s cxplana- 
uon “Evidence of pnmary arterial inflammation was no 
observed Augmentation of the usual response to vasospasti 
stimuli IS suggested as an explanation of the usual localizauo 
of the disease to the extremities ” This concepuon is not rcaiiy 
a denial of the existence of a Buerger syndrome, and it accepts 
special aaological faaor provocauve of thrombosis m > 
smaller vessels of the foot, with proximal progression, 
m common wiili most recent writers tlic authors rejea m 

mflammatory clement which Buerger stressed 

The most recent paper is that of Wcssicr ct al, vvno^t ^ 


lancet Ocl 29 1960 p 96<J 
Unt i~rJ J O-t 22, I960 p 1211 
nih'T C ‘•l 1957 3C IC9 

UndtAom A AciarcJipl J<)50 ^ 

“ S J ch» Path 1958 29 319 
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tli 2 t no cases of thromboanguos has e been diagno'ed in their 
hospital in the past ten vearsj and on dinical grounds conclude 
that the disease does not exist as a separate enatr They also 
demonstrated, m the legs of cadavers subject to atherosclerosis, 
and in those amputated for atherosclerotic ischania, such 
changes as thrombosis, mflammaaon of the artenal wall, 
associated venous thrombosis and thrombophlebitis, peri¬ 
vascular and permeural fibrosis, S.c, all of which ha\e been 
claimed as evidence of Buerger’s disease In none was “ any 
lesion resembhng the acute specific histologic picture described 
by Buerger found in an artery or vem ” 

Such, m brief, is the gravamen of the case agamst 
Buerger’s disease, and the arguments are suffiaently 
weightv to call for careful consideration Mv own new is 
that the case is far from conclusn e I would agree that 
certam of the evidence put forward by Buerger (who I 
do not think &om his wntmgs was a verj good histologist) 
IS not whoUv tenable for example, his msistence on acute 
artenal lesions, “ pyogemc foa ”, the alleged specifiaty 
of certain histological changes, and the significance of 
superfiaal venous lesions But when aU this is accepted 
there is, m my expenence, a group of cases m young males 
m which the histological dhanges m the small penpheral 
vessels of the lower extremirv mark them OS' from the 
commoner senile (or chabetic) gangrene due to athero¬ 
sclerosis and thrombosis Furthermore, these cases have 
clmical features on which my surgical colleagues diagnose 
them as thromboangutis obhterans The histological 
difference between these two classes of case is so cdearcut 
that a differentiation can be made with a high degree of 
accuracy by simplv examining sections of digits 

The pomts of difference are m the Buerger group the 
lesions in the small s essels of the extremitj are numerous 
and widespread, and involve both artenes and vems, the 
picture bemg one of thrombosis with active canahsanon 
m vessels free from the degenerative changes of advanced 
life and progressive atheroma These changes I have 
illustrated ' In atherosclerotic ischaemia, on the other 
hand, the smaller vessels of the extremity usually escape 
much damage, thrombosis m them is not common (apart 
from infective thrombosis m necxosmg tissue), and 
Venous alterations are the exception It is diffi cult to exp- 
lam these very real differences except m terms of a different 
process K we are asked to assume that atherosclerosis of 
ihe proximal vessels is the cause of these penpheral 
‘^^isnges, how is it that it produces this pecuhar picture 
of artenal and venous thromboangutis m the young and 
not equally m the elderly'^ It seems reasonable to expect a 
more effiaent collateral circulation in the former and with 
It a di minis hed tendency to thrombosis And y et this is 
the opposite of what we find The vananons m distnbunon 
sod seventy of senile atherosclerotic lesions m the lower 
limbs m the aged m both sexes are almost infini te, and 
yet this does not m my expenence of itself produce the 
peculiar dmical, radiological,® and pathological picture 
which charactenses thromboangutis 

^Tulst It may be accepted that the histological descrip¬ 
tions given by Buerger are not wholly accurate, this does 
not mvahdate the whole conception For this reason it 
may be as well to discard the eponymous ntle and to use 
file term thromboangutis obhterans for this syndrome, 
which descnbes it accurately—at any rate m the lower 
extremity 

Department, 

_ J Henri Dible 

8 Steiner R. in Petiplieral Vascnlar Disorders (footnote 6) 


SHINGLES AND CHICKENPOX 

Sir,—Y our ann otation of Nov 5 mterests me as a 
general practitioner m a rural area which m manv aspects 
IS a “ remote area ” Chickenpox appears m undoubted 
epidermcs, but shmgles arises m crops or very small 
■epidemics, and the relationship of chickenpox to shmgles 
can usually be traced This relationship is mdirect, and I 
behev e (without defimte proof of course) that the changed 
infection is not transferred by direct contact, but that an 
mtermediate host is necessary In other words, the virus 
of chickenpox or shmgles is earned by a healthy earner, 
or perhaps more than one, and is manifest as a case of 
shingles or chickenpox 

This hypothesis is, of course, not mvahdated by 
instances where both shmgles and chickenpox anse m the 
same famfiy', and it would explam the anomahes 

Petworth, Sussex ^ ANTONT B^ 

SUICIDE 

Sir,—^D r Casson’s observations (Nov 5) are of 
considerable medical and social importance, and require 
urgent and careful consideration 

The ammde to suiade adopted by the Churcdi, and 
consequently by secular legislation, is not only mcon- 
sistent, but has sacrificed the greatest of Chnsoan moral 
prmaples, chanty, to fortuitous casmsm of very dubious 
ethical and soaal v alue Although suiade is stdl regarded 
m this country, by both Church and State, as a crime 
(self-murder), there is nothmg m the Old and New 
Testaments to justi^ such an attitude while the earhest 
Patnstic ■wntmgs stfll allowed, or even approved of, 
suiade m certam cases, the Church ■unfortunately came to 
accept the uncompromismg doctrme of Augustme 
{De avitate Dei, i, 16ff), which mterpreted the sixth 
commandment as mdudmg “ self-murder ” m whatever 
circumstances ^ ® ® 

With regard to the pierson who ■wishes, as Dr Casson so well 
observes, “ to terminate a life that has become a life-sentence 
of mcraciable pam ”, Thomas More mamtamed that pnests and 
magistrates should in fact exhort him to put an end to a life 
which IS only a burden to himself and to others What I 
beheve to be today the prevalent ammde to'wards smade has 
been admnablv stated bv Westermarck ® “ But common sense 
IS neither a metaph^vsioan nor a sophist When not restramed 
bv the yoke of a narrow theology, it is mdmed m most cases to 
regard the self-murderer as a proper object of compassion 
rather than of condemnanon, and m some instances as a hero ” 

The law as it stands mdudes the custom, mentioned by 
Dr Casson, of presuming (whether for hu m anitarian or hypo- 
cnacal reasons) that m such cases “ the balance of mind was 
disturbed”—perjurv, as Bentham said, bemg the penance 
which prevented an outrage on humanity The rational and 
balanced arguments of such men as Thomas More, John 
Donne, Montaigne, Montesqmeu, Voltaire, and Hume (to 
name but a few) cannot but shake the very foundations of this 
tenuous Augustmian doctrme of wholesale condemnation of 
“ those sad souls ”, as Virgil called them, “ who m innocence 
flung away their lives ’ 

In vour report on a draft Suiade Bill (Oct. 29), you quote, 
as a (presumably enhghtened) pohee procedure m cases of 
attempted smade today, a statement that “ A severe lecture on 
their stupidity is mostly dehvered to the offenders by a semor 
officer ”, S.C Those who, through mental or physical illness, 
mtolerable pam and distress, or apparently insoluble emotional 
or economic difficulties, are driven m desperation to attempt 

1 Rose H. J Eac> clopsttLa o'" Religion and EUlcs voI 12, p 21 
Edmbxir^ 1921 

2- E- The Oigm and Dendopaient of the Alcral Ideas 

vcl 2 p 229 London 19<fe 

3 ’^cstemurck E. Chnsuanin and Alo’nls pp 250-59 London 1939 
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REPRESENTATION OF REGIONAL BOARD 
HOSPITAL CONSULTAOTS 


SiRj—^The counal of the Regional Hospitals’ Con¬ 
sultants and Speciahsts Association is concerned at the 
inadequate representation of consultants and speciahsts 
from regional-board hospitals on the various advisory and 
executive bodies which control the affairs of the National 
Health Service and of the medical profession As a con¬ 
sequence of the National Health Service Act of 1948 
consultants and speciahsts in regional-board hospitals 
number 85% of the total for England and Wales, and are 
responsible for over 90% of the climcal work m this 
country, but 53% of merit awards go to consultants in 


teaching hospitals 

No of beds 

Teaching hospitTls 27,814 

Regional board hospitals 455,818 (91%) 

Our representauon on the councils of the Royal Colleges is 
ncghgiblc, md Government committees set up to inquire into 
matters such as tlie staffing of our hospitals are often without 
anyone on them having had experience m rumung a large dime 


m a regional-board hospital 

The National Health Service Act was negouated without 
direct consultauons with the consultants and specialists of non¬ 
teaching hospitals as a body, and now we have the “ package 
deal ” with its threat to part-time service The abolition of 
“ weightmg ” for new consultant appointments and of travel 
allowances will cost some consultants about £700 per annum 


to accept part-ume contracts, and we wish as an Associauon 
to bring this and other anomalies to the attenuon of the Review 
Body at the first opportunity 

The method of appomtment of semor registrars to con¬ 
sultant posts has given rise to svidesprcad dissausfacoon caused 
by the preponderance of the teaching-hospital view, and this is 
especially so when, contrary to the wishes of the local hospital, 
a consultant is appomted who has been registrar to one of the 
teachmg-hospital representauves on the advisory appointments 


Yes No 


37% 

35% 

51% 


45% 

52% 

34% 


14% 78% 


committee 

Recently a questionnaire was sent to members and non¬ 
members of this Association The replies received have 
been summarised as follows 

(1) Arc you satisfied that the present method of 
appointment of semor registrars and consultants is 
cqmtable 

(a) with regard to the constitution of advisory 
appointments committees for 
(0 semor registrars 
(ii) consultants 

(A) as regards the merits of the candidates 
(c) m that the maiority of the consultants on the 
advisory appointments committee for non- 
teaclimg hospital appointments should be drawn 
from the teachmg hospitals 

(2) Do j ou consider that the present representation of 
consultants from regional-board hospitals is adequate on 

(a) the councils of the Ro) al Colleges 
lb) the Joint Consultants’ Committee 
(c) other professional, regional hospital board, and 
Gov emment committees 
(In some cases those returrung the questionnaire did not reply to 
all questions ) 

We hope that consultants and spcaahsts who are not 
members of the Regional Hospitals’ Consultants and 
Spcaahsts Assoaation and who are in sympathy with 
the wews expressed in this letter will communicate with 
the honorary sccrctincs 

V CoTTOs Cornwall 

President 

John Campbell 

Hono-an Secretary 

4~ Uacoln a Inn Eieldi ^ KiDD 

Lo-don, W C.3 Hono-a-y Secrela-y 


9% 

10 % 

10 % 


81% 

76% 

77% 


DOES BUERGER’S DISEASE EXIST' 


Sir, —^Recent editorials ' - have tlirown doubts upon 
the existence of Buerger’s disease (thromboangiitis 
obhterans) and hate suggested that it is merely an 
expression of atherosclerotic disease This is a view that 
has a number of adherents and has been growmg for some 
years Whilst I would agree that certain of the critcna 
which have in the past been apphed to this condition may 
be called in question, I think that a more critical examina¬ 
tion IS desirable before we accept such a conclusion 


One of tlie earliest cnucs of Buerger’s concepuon was 
Fisher, ’ whose well-reasoned but cauuous paper was largely 
based on five cases diagnosed as cerebral thromboangiius 
obhterans, arising in elderly men who all had severe athero¬ 
sclerosis The affened small cerebral arteries had the appear¬ 
ance of “ white strings ”, and this Fisher considered to be the 
result of bland thrombi forming on the distal side of athero¬ 
sclerotic occlusions The illustrations of tliesc are bcauuful 
examples of the canalisation of propagated clot, with normal 
vems One is not disposed to quarrel with Fisher’s interpreta- 
uon, or with his conclusion that “ cerebral thromboangutis 
does not exist”, but I doubt if it is legitimate to equate 
such lesions m non-anastomouc arteries with those of 
Buerger’s disease in the limbs, and to argue for a similar 
padiogcnesis 

Discussmg the manor, Fisher refers to Lindbom,‘ making 
the point that in the laner’s extensive study of arterial disease 
m the leg, thromboangutis should have been observed, which 
was not the case This does not necessarily follow, since 
Lmdbom’s examinations of the cadaver were made on a 
selection of elderly subjects all over the age of 50, the more 
elderly bemg preferred Moreover, in the smaller arteries his 
pathological examinauon of the dorsalis pedis did not extend 
beyond the bases of the metatarsal bones, or of the posterior 
tibial artery beyond ns division into the two plantars He 
exammed 80 of these cases histologically, and it is clear tMt 
his mam preoccupauon was with calcificauon But m nis 
chnical cases Lmdbom refers to 7, all under the age of 40, in 
which no internal tluckening was seen in such arteries as were 
patent “ In these cases the wall faaor was, if existent at an, 
unknown ” 


Gore and Burrows,‘ who support Fisher, report 3 pos 
nonem examinations on males between 43 and 55, wim 
ixtensive atlierosclerouc disease and occlusive thromcn 
mall and medium artcncs and occasional venous ' 

rhey conclude that the " so-called patliognomonic appeara 
)f thromboangiius obhterans is precisely that of an orp'"'*', 
md rccanahzed thrombus m a muscular artery without inn 
ir other disease ” They seem, however, to imply the 9*“') 
)f a disunct xuology, since they quote my ovvn obsemu 
m the differences m die vascular pattern in B“"Ecrs Q 

md atherosderouc ischtmua They add „ ju,d 

irtcrial thrombosis which starts disnlly m small arten 
jrogrcsscs by means of retrograde extension to ^^e i 8 _ 
jroximal channels ” Tins is the converse of Fisher s ^1 
jon '■ Evidence of pnmary ancrial mfiammation ^ 
jbserv'cd Augmentation of the usual res^nse to 
iumuli IS suggested as an cxplanauon of the usual 
jf the disease to the cxtrcmiues ” This „ * 

1 demal of the existence of a Buerger syndrome, wd it cp 

;pcaal amological fartor provocauve of thrombosis 
mailer vessels of the foot, with proximal Proet'ssion, 
n common wath most recent writers the authors reje 
nflammatory clement which Buerger stressed 
The mosV recent paper is that of Wcssler ct al, 


Oct 29 I 960 p 969 
Bnr rreJ J Oct 22 I960 p_ 1211 
r«h-r C M Medtanr 195/ 3C 169 

Undbom A Aciaradiel 1950 jupri rro ^0 319 , . 

r°“u7d "r 'IrDhiYu”. f ctiphctd V. alUt 

Mfn"/s Gur'cvicJ: V rtc.m,9 D G X«Ear/7 
1960 23 IH9 
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that no cases of thromboanguns have been diagnosed m their 
hospital m the past ten years, and on clinical grounds conclude 
that the disease does not exist as a separate entity They also 
demonstrated, m the legs of cadavers subject to atherosclerosis, 
and m those amputated for atherosclerotic ischaemia, such 
changes as thrombosis, inflamm ation of the artenal stall, 
assoaated venous thrombosis and thrombophlebitis, pen- 
vascular and permeutal fibrosis, &c, all of which has e been 
claimed as evidence of Buerger’s disease In none svas “ any 
lesion resemblmg the acute specific histologic picture descnbed 
by Buerger found in an artery or vem ” 


Such, in bnef, is the gravamen of the case agamst 
Buerger’s disease, and the arguments are suffiaently 
sveighty to caU for careful consideration My ossm view is 
that the case is far from conclusive I would agree that 
certam of the esndence put forsvard by Buerger (ssho I 
do not think from his svntmgs was a very good histologist) 
IS not wholly tenable for example, his msistence on acute 
artenal lesions, “ pyogemc foa ”, the alleged speofiaty 
of certam histological changes, and the significance of 
superfiaal venous lesions But when all this is accepted 
there is, m my expenence, a group of cases m young males 
m which the histological changes m the small penpheral 
vessels of the lower extremity mark them off from the 
commoner senile (or diabetic) gangrene due to athero¬ 
sclerosis and thrombosis Furthermore, these cases have 
dmical features on which my surgical colleagues diagnose 
them as thromboanguas obhterans The histological 
difference between these two classes of case is so clearcut 
that a differentiation can be made ■with a high degree of 
accuracy by simply examimng sections of digits 


The points of difference are m the Buerger group the 
lesions m the small \essels of the extremity are numerous 
and widespread, and mvolve both artenes and terns, the 
picture bemg one of thrombosis with active canahsation 
m vessels free from the degenerative changes of advanced 
life and progressive atheroma These changes I have 
illustrated * In atherosclerotic ischaemia, on the other 
hand, the smaller vessels of the extremity usually escape 
much damage, thrombosis m them is not co mm on (apart 
from infective thrombosis m necrosmg tissue), and 
venous alterations are the exception It is difficult to exp- 
lam these very real differences except m terms of a different 
process If we are asked to assume that atherosclerosis of 
the proximal vessek is the cause of these penpheral 
changes, how is it that it produces this pecuhar picture 
of artenal and venous thromboangutis m the young and 
not equally m the elderly ^ It seems reasonable to expect a 
more efficient collateral circulation m the former and with 
It a di mini shed tendency to thrombosis And yet this is 
the opposite of what we ^d The vanations m distnbution 
and seventy of senile atherosclerotic lesions m the lower 
limbs m the aged m both sexes are almost infimte, and 
yet this does not m my expenence of itself produce the 
pecuhar climcal, radiological,® and pathological picture 
which charactenses thromboangutis 


Whilst It may be accepted that the histological descnp- 
nons given by Buerger are not wholly accurate, this does 
not mvahdate the whole conception For this reason it 
iMy be as well to discard the eponymous title and to use 
the term thromboangutis obhterans for this syndrome, 
which descnbes it accurately—at any rate m the lower 
extremity 


Research Department 
Moxiat V emoa Hospital 
Nonhwood^ Middlesex 


J Henry Dible 


Sterner, R. in Penpheral Vascular Disorders (footnote 6) 


SHINGLES AND CHICKENPOX 
Sir,—Y our annotation of Nov 5 mterests me as a 
general practiQoner m a rural area which m many aspects 
IS a “ remote area ” Chickenpox appears m undoubted 
epidemics, but shmgles anses m crops or very small 
•epidenucs, and the relationship of chickenpox to shmgles 
can usually be traced This relationship is mdirect, and I 
beheve (without defimte proof of course) that the changed 
infecnon is not transferred by direct contact, but that an 
miermediate host is necessary In other words, the virus 
of chickenpox or shmgles is earned by a healthy earner, 
or perhaps more than one, and is manifest as a case of 
shmgles or chickenpox 

This hypothesis is, of course, not mvahdated by 
mstances where both shmgles and chickenpox anse m the 
same family, and it would explam the anomahes 
Petworth Sussex. W AnTONY BALL 


SUICIDE 

Sir, —Dr Casson’s observations (Nov 5) are of 
considerable medical and social importance, and require 
urgent and careful consideration 

The attitude to suiade adopted by the Church, and 
consequently by secular legislaDon, is not only mcon- 
sistent, but has sacrificed the greatest of ChnsDan moral 
prmaples, chanty, to fortuitous casiustry of very dubious 
ethical and soaal value Although suiade is stiU regarded 
m this counoy, by both Church and State, as a crime 
(self-murder), there is nothmg m the Old and New 
Testaments to justify such an atntude while the earhest 
Pattisnc wntmgs soil allowed, or even approved of, 
suiade m certam cases, the Church unfortunately came to 
accept the imcompromismg doctnne of Augustme 
(De civttaie Dei, i, 16ff), which mterpreted the sixth 
co mm andment as mdudmg “ self-murder ” m whatever 
circumstances ^ ® ® 

With regard to the person who wishes, as Dr Casson so well 
observes, “ to terminate a life that has become a life-sentence 
of mtractable pam ”, Thomas More mamtained that pnests and 
magistrates should m fact exhort him to put an end to a life 
which IS only a burden to himself and to others What I- 
beUeve to be today the prevalent attitude towards suiade has 
been admirably stated by Westermarck ’ “ But common sense 
is neither a metaphysiaan nor a sophist When not restramed 
by the yoke of a narrow theology, it is mebned in most cases to 
regard the self-murderer as a proper object of compassion 
rather than of condemnanon, and m some instances as a hero ” 

The law as it stands mcludes the custom, mentioned by 
Dr Casson, of presuming (whether for humanitanan or hypo¬ 
critical reasons) that m such cases “ the balance of mind was 
disturbed ”—perjury, as Bentham said, bemg the penance 
which prevented an outrage on humamty The rational and 
balanced arguments of such men as Thomas More, John 
Donne, Montaigne, Montesquieu, Voltaire, and Hume (to 
name but a few) cannot but shake the very foundanons of thic 
tenuous Augustmian doctnne of wholesale condemnation of 
“ those sad souls ”, as Virgil called them, “ who m innocence 
flung away their hves ” 

In your report on a draft Smade Bill (Oa 29), you quote, 
as a (presumably enlightened) pohee procedure m cases of 
attempted suicide today, a statement that “ A severe lecture on 
their stupidity is mostly delivered to the offenders by a semor 
officer ”, &.C Those who, through mental or physn^ illness, 
mtolerable pam and distress, or apparently insoluble emononal 
or economic difficulnes, are dnven m desperaaon to attempt 

1 Rose H. J Encjdopscdia of Religion and Ethics vol 12 * n 
Edinburgh 1921 ^ ” 

2, Westermarck E. The Ongm and Development of the ASoral 
\ol 2, p 229 London 190S 

3 Westermarck E. Chnstianirv and /kiorals pp 250-59 London 1939 
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suicide, and piufiilly have failed, are surely in need of the 
greatest possible assistance (inadequate as it may well be) of 
physical and psychological medicme, and expert social services 
“ a severe lecture on thetr stupidity ” (tvhose stupidity ?)—^it 
may be supposed, to “ brmg them to their senses ” —^would seem 
not only superficial, phansaic, presumptuous, and msultmg to 
human mtelligence and suffermg, but as fuule as the so-called 
remedies for the psychouc panent, to which Csehus Aurelianus 
(On Chrome Diseases, i, 5) referred somewhat iromcally 
“ Some say he should be flogged, apparently so that he may 
regam his samty by a kmd of whippmg of his reason ” Our 
present laws on suicide are mdeed remimscent of the words of 
the judge, in Samuel Butler’s Erewhon “ You may say that 
It IS your misfortune to be criminal, I answer that it is your 
crime to be unfortunate ” 

The posmon on suicide adopted by the Church would 
appear to be morally and socially untenable, and, it may be 
hoped, wiU soon be legally unenforceable, from the medical 
and psychiatric point of view, it is absolutely inadmissible 
Apart from being archaic m the hght of contemporary 
medical and sociological advances, these ecclesiastical and 
secular laws and practices are based on bad theology 
what, mdeed, do they make (with their “ unbalanced 
mind ” mythology—if no longer requirmg a burial at the 
crossroads) of those noble mdividuals who dehberately 
give their hves for their prmciples, their coimtry, their 
family, and those whom they love^ How, mdeed, can 
their narrow and uncompromising attitude to suicide be 
reconciled ivith such high ethical concepts as these 
(John, \, 11, XV, 13) “the good shepherd giveth his 
life for the sheep ”, “ greater love hath no man than this, 
that a man lay down his hfe for his friends ” ’ 

Bransgore, Hampshire ^ ^ AHRENFELDT 

STRONTIUM TURNOVER 

Sir, —In the interesung article by Dr Widdowson and 
her colleagues (Oct 29) there is an error in relation to our 
strontium test of bone turnover in man * We have used 
stable and not radioactive stronuum, because we are not 
certam of the safety of introducing bone seekmg radio- 
acDve isotopes into the human body 

Russell Fraser 

Postgraduate Mescal School, MICHAEL HARRISON 

THE BORDERLINE FOR SEA’ERE 
SUBNORMALITY 

Sir, —In their letter of Oct 29, Dr MacMahon and Dr 
Clarke suggest that in the memorandum on parts I, iv-vii, 
and IX of the Mental Health Aa, the Mimstry of Health 
ha\c taken the view that the borderhne between sub- 
normahtj and severe subnormahry comes at I Q 70, or 
e\ en rather higher 

As \our correspondents pomt out, the Royal Commis¬ 
sion on the Law relating to Mental Illness and Mental 
Defiaency considered that the test of severe subnormahty 
should be the panent’s inabihrv to hv e an independent hfe, 
and thev suggested that, using this critenon, it would very 
often be found that a pauent wnth an mtelhgence quotient 
below the 50-60 level should be classified as scverelv 
subnormal M\ understandmg of the Mental Health Act 
IS that the definiuons of subnormahty and severe sub- 
normality in section IV arc based directly upon the vaews 
expressed bv the Roval Commission, and I cannot find 
anvahing in the Mmistn’s memorandum which in anv wav 
contradicts this vaew As I read it, the passage referred to 
bv Dr MacMahon and Dr Clarke mcrelv indi cates—as is 

1 I R Hj nso" M Ib’^nsoa K Ou-r/ J \{ed I960 29 P5 


surely the case—that many pauents who will be classified 
as subnormal show both mtellectual defecuveness and 
emouonal mstabihty The fact that the words intellec¬ 
tually dull were used was not, I am sure, meant to imply 
that the division between the subnormal and the severely 
subnormal should be regarded as commg at some other 
pomt than that suggested by the Royal Commission 


Abmger Hammer, 
Dorking 


W Rees Thomas 


ORAL TREATMENT OF PERNICIOUS ANIEMIA 
WITH LOW DOSES OF H P P /I 
Sir,—T here is good reason to suppose that all the 
stores of vitamm in the body are connected This is 
supported by the findmg of Ross and Molhn * that there 
is a similar organ distribuuon in normal and in deficient 
subjects, and also by various observations shovvmg that in 
vitamm-Bj. defiaency the B,- level is decreased to about 
the same extent in the various “ subpools ”, such as liver, 
bone-marrow, and circulating blood “ This being so, a 
low vitamin-Bi 2 serum level indicates a low total pool 
If Dr Mooney and Dr Heathcote (Nov 5) beheve that 
their vitamin-Bj 2 -peptide complex is absorbed better 
than ordinary crystalline vitamm, then m view of the 
subnormal or low serum-B,, levels one would be inchned 
to suggest that either it is quickly re-excreted m the urine 
or that an imusually large proportion of the vitamin is 
shifted to the tissues 


We suggest that Dr Mooney and Dr Heathcote carry out 
microbiological B, serum assays on some of tlieir pauents 
treated with HPP/1, discontinue treatment, and establish 
the rate of declme of the B,- levels and also the interval befon. 
megaloblastic ervthropoiesis recurs Having done this, they 
may then conclude that with the doses they recommend they 
were unable to build up a satisfactory body pool of the vitarmn 
This will probably also give the answer to their insistence on 
havmg our explanation of the scrum-B,. levels on thisparttciihr 
form of therapy There is a difference between the minimum 
effective mamtcnance dose (0 5-1 0 pg of vitamin B„ per 
day) and the dose required for the buildmg up of a more than 
minimum body pool 

For our part we, hke Dr Shinton (Nov 5), are satisfied 
that “ as a general concept of rational therapy ” 200 [ig 
or more daily would have to be given 


Ot> General Hospital 
Sheffield 


s Varadi 
A Elvvis 


Sir, —After the interestmg exchanges between Dr 
Mooney and Dr Heathcote and Dr Varadi, might I 
venture to suggest that the argument is pointless ’ 

Scientifically, it seems to have been established that the 
vitamm-B,/peptide has destroyed the concept of Castles 
mtrmsic faaor and changed our thinking in this respect, but 
the long-term oral treatment of pernicious anxmia by tfus 
compound must remain an unknowm quantity irrvspectnc of 
the senim-B, levels 

I assume that patients maintamed on tlus therapy have hatl 
It carcfullv explained to them that the treatment is new, the 
long-term effeas unpredictable, and the prognosis con¬ 
sequently doubtful rurthermorc, that this treatment is being 
used instead of a prov en method that can guarantee (in adequate 
dosage) no ill-cffects from mvolvemcnt of the central nervous 
system Also, to ensure that subtle irreversible damage is not 
bemg produced either in the cerebrum or spmal cord, that these 
patients arc being subjected to a complete neurological survev 
at least once a month This sunev must include examination 
of the visual fields and an elegrocncephalogram___ 


1 Rmv G I vl Vtollin D L 

Arermii and Other Onditin-n 

2 G Jibccic R X J cUr irS 


Vitanin IJj, >n m 

p 437 Stuttfrirt W57 
Ir^at I95<3 11,250 
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Provided these standards are adhered to there seems onlv a 
verv sh^t nsk in mamtaining pancnts on oral B pennde. 
In my opimon, however, it is exceedmglv doufctfiil whetaer 
theie wiU ever be a place for this form of treatment in the 
alleTanon of pemiaous ansrma and or suoacute combined 
degeneranon of the cord Even if the patients preferrea frequent 
pSIs to infrequent injections I am sure t h at most doctors would 
P"cfer to know that the vitarmn B,. was firmlv secimed m two 
o* three mches of muscle 


Icstica e CLnic2l Rsstsrcii 
Middlesex Hcsp^ul Mec-cal School, 
Leaden 1 


A D M S.UTK 


NATURE OF ESSENTLAL HYPERTENSION 


Sir,—W e wish to comment on two of the statements 
made by Dr Alomson and Professor Moms tOct 15) m 
relation to their stunv of Ixindon busmen 


(1) They state that “ the drivers wnose pareai.‘=) caed in 
cuddle age showed a bunoaal distribution of b'ood-pressure ” 
In feet, iey showed a bimodal distribution of sy no : olood- 
p-essures onlv Diastohc p-essures were unuroeal and, as we 
showed earher ^ their argument for hidden oimodahrv was 
based on a statistical artefact. 

(2) They repeat their claim that there is mom hmenens.on 
among the oS^nng of parents who me m miodle-age than 
among the ofi^nng of parents who die la'e and this claim 
forms the basis of tneir whole stuov In fact as tne foUcwmg 
figures show, the mean pressures of the two gro ups of dm ers 
are almost identical 


(e) G-mp -ETth a pareatal dsaJi in ccddls age 
(n = 90) 

r) Gmep 'B-hire fceth paxeats surwred to o’d agt 
(a = 95) 


yr 

S> r a 
153" 
152 2 


i>c. 


S9 7 


SS-n 


Js 2 aos 2 i Icstmite c^'Anhaas 
and Metabolic 
Betb e sda. , Marvlaad. 
Beparnaent of Epdesniclog^ 
jelms Hopfaas UjsrcmT 
School o^ Hvgisse and P^lic Heal Ji, 
BJaascre. 
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DIAGNOSIS OF DDVBETES 


SiRj^—Dr Freeman (Oct. 29) is surprised at mv findmg - 
^h 2 z 4S®o of a group of diabetics m Dundee had had con¬ 
tinuous diabetic symptoms for more than four months 
2 nd that 20% had noted these for at least a vear before the 
tlisgnosis vras made He contrasts these hndings with 
correspondmg figures of 27% and 15°o ni his Eseter 
survey * 

I suggest that there is no need for surprise because the 
352 diabetics I studied and the 300 ln^est 3 gated by Dr 
freeman were dissimilar in a yanetv of wavs 

His patients were restricted to those diagno«:ed in the years 
1952 to (presumably) 1957 and sttendmg one particular 
whereas mme are what I believe to be a representatiye 
*^^^^s-^ection of known diabetics m the Dundee area. In 
addition mv senes difiered in age at onset and incluaed a muen 
proportion of females—pamcularlv post-menopausal 
females This latter group is, of course, especially prone to the 
insidious tvpe of onset, which mav partly account for the 
difie-^ces in our results 

It would I agree, be unwise n> suggest tnat mv fi nd i n gs 
tiecessarilv applv to all British diabetics and I nave never 
^daimed this I can merely claim them to be typical of known 
diabetics m tne Dundee area. Similarly, Dr Freeman s own 
^tJts can pmperlv be apphed onlv to a selected group of 
diabetics m a particular part of Devon Even if he and I had 
^ed 'JimilHr methods of «;amplmg, the figures fo" Dundee and 
10" Exeter need not necessanlv be identical The two popula- 
"^ons xna\ well be dissimilar m dietarv habts There mav be 
difie-ences between females m the areas both m rep’y>ductive 
^s*ones and m anihropomemc characteristics For tnese and 
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other reasons the epidemiological patterns of oiabetes m Dundee 
and m Exeter mignt difier and this could have an effect on the 
tvpe of onset. 

The other matters raised bv Dr Freeman are mterestmg, as 
was his original paper on the subject I should like to comment 
on his figures m the hght of mv own findmgs but, once agam, 
comnanson mav be misleadmg because of different metnods of 
selecnon and classificanon I hope m due course to publish 
the full results of mv studies with details of tne entena used. 

Meanwhile may I emphasise the aefiaencies m our know¬ 
ledge of the true epidemiologv of diabetes meUitus throughout 
Bntain. Most reixirts dealing with the subject refer only to 
known diabetics and, m particular to those on the books of 
hospital diabenc clmics There are signs that professional ana 
pubhc mterest m the earlv detection of the disease is now 
incre asin g Until there is general agreement on the importance 
of sear chin g fo- hitherto undiagnosed cLahencs instead of 
waitmg until the\ present themseli es after months or years of 
svmptoms, our epidemiological knowledge wfll remam 
inadequate 

I found Dr Freeman s statement that Id^o of hts diabetics 
had had svmptoms for a vear or more before bemg oiagnosed 
to be httle more reassunng than mv finoing of 20'’o If eimer' 
figure were apphcable to the country as a wnole, it would repre¬ 
sent a vast amount of needless human suffenng For that 
reason, I welcome your leadmg amde (Oct. 1) as v et another 
rermndcr of the importance of adopnng a more vigorous pohey 
towards diabetes detection 

Raverstho-ps Nonhxjies J J A R eT D 

BROADER MEDIOYL TEACHING 

Sir, —I should i&e to support e\ery word of Dr 
Cardew’s letter of Nov 5 As a consultant, who started 
as a GJ> -surgeon, I can speak from some personal 
espienence. Mv basic trainmg m general practice has 
been more than usefuL 

The man entering general pracnce has received no teaching 
on the treatment ofthe minor ills of tms life As such condinons 
constimte the bulk of his pracnce anv ideas on treatment 
from the advertisers are of course gratefuUv received. Unfor- 
tunatelv the mere presc ri pnon of some new drug or form of 
support IS but a rmnor part—^if a part at aU—m the treatment 
of many of these conainons I have discussed this at some 
length m a treatise on mv own specialtv m general practice ^ 

Manv in tne profession (consultants mcludedl are now 
content to be mere tradesmen recommenomg advertised goods 
Onlv bv a better tr aining can we set our house m order and 
maintain a true professional standard. 

Tunbridge tTells ^ H GERVIS 

Sir, —The medical student does not expect the 
gvnscologists to teach bun about eves nor does he expect 
hospital consultants and r^istrars to instruct him m 
general practice It is bv attending patients with a good 
family doctor that the would-be general practitioner can 
learn his work quicklv Experience gamed at first hand bv 
a GJ> tramee must far outweigh vicarious experience 
handed out bv a hospital speaahst who has, perhaps 
against his better judgment, spent six months m compul¬ 
sory general practice 

Dr Cardew suggested (Nov 5) that every future teacher 
in the hospital service should, between the appointments 
of registrar and semor registrar, spend four consecutive 
periods of six weeks attached to each of four different 
types of general pracnce (mdustnal, semi-urban rural 
and seaside) I fail to see how tms would effecnvelv 
broaden medical teaching, or who could gam finm such 
a plan 

1 O'tbcpzd.cs la Giatral P-actjce Is It RhstarL_asra Dcktc-" Loadv.a 
195S 
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The limited Umc spent in each type of pracuce would 
not give anyone the opportunity of appreciaUng for him¬ 
self that especial saUsfaction found in giving medical care 
to the same people over a period of years, or even over 
several decades 

The only registrars enjoying the experience would be 
those least in need of that experience—those who already 
have wide interests, includmg an understanding of their 
fellow men The registrars who would consider the half- 
year m general practice as time wasted, perhaps because 
they arc already engaged in some research project in tlieir 
own specialty, could gain little other than a feeling of 
frustrauon 

The patient could derive no benefit from the plan, for 
he liUes to consult the practiDoner whom he knows and 
who knows him If, on the other hand, the future hospital 
teacher is present only as an observer, who would pay his 
salary ? 

London, S E 4 MaRV ReSTELL 

HEALTH OF EXECUTIVES 

Sir, —Our Health Conference for Business Executives 
fixed for Nov 24 in the Royal Festival Hall is arousmg 
considerable interest Some doctors are askmg “ But 
why business executives? Do we not all need health 
education ? ” 

The triumphs of preventive medicine are chiefly in child¬ 
hood and youth It has still to make us impression on the 
alihaions of middlc-agc Men and women who bear stress and 
responsibility need health education badly, and not only from 
the personal point of view Their decisions can influence the 
health and fitness of large numbers of employees 

Tins IS tlic mam reason for the conference, which merely 
contmucs what the Chest and Heart Association has been 
domg for sixty years We have always encouraged tlic parucipa- 
uon of lajmcn in our mcctmgs, and tlus policy has been well 
wortli while 

Tlus year. President Eisenhower’s physician. Dr Paul 
Dudley White, pays us the compliment of commg over 
specially to speak on coronary thrombosis 

Harley Williams 

London, NV C I Sccreiary General, Chest and Heart AssociaUon 


BINDING BOOKS 

Sir,—^Y our review (Nov 5) of Lectures on Hecttmtology, 
edited by F J G Hayhoe, suggests that this book and 
others in the same senes might well be published “ m a 
less expensive form—say, paperback wth plasuc bmdmg 
and wthout some of the illustrations ” Tlic point about 
tlic illustrauons is bemg considered by our editonal 
office, but the rest of the suggesuon is based on a 
persistent fallacy which bedevils all discussions about 
book prices and really ought now to be discarded 

To bind a book in paper instead of in a hard bmdmg 
produces a quite insigmficant economy In paper the 
Lectures on Htcmatology miglit be retailed at 585 Gd 
mstead of 6 O 5 , its pnee in hard covers (The use of the 
thermoplastic process instead of stitchmg is only possible 
if a minimum of 5000 copies arc bound at one time, and 
even this would not save more tlian another shillmg ) The 
thing, and the only thing, that makes a paperback (in 
the modem sense) cheap is that it is printed in enormous 
quantities at a umc The readers of a technical work, 
such as the Lectures on Hcrmatahcy, must be stnctly 
hmitcd however cheap its pnee 


PROGNOSIS AND PROPHYLAXIS 
AFTER CORONARY OCCLUSION 
Sir,—^P rofessor McMichael and Dr Parry’s magmficcnt 
summary (Nov 5) of the case against anucoagulants wall 
no doubt stimulate a number of powerful counterblasts 
This does seem to be a subject which has produced as 
much statistical presudigitauon and high feeling as any— 
probably because of the absence of any other prophylactic 
treatment for the disease, the difficulties and dangers of 
tlic treatment, and maybe because of disappointed 
ex-pectauons of the results of treatment It is natural 
to seize on this only hope of doing somcdiing to prevent 
recurrence of such a dread disease In addiuon, anybody 
who has experience of the treatment will know how 
qmckly pauents come to believe that it is hfesaving—a 
behef which the doctor often fosters, both to justify 
the dangers involved, and also to induce the necessary 
disciphne which will reduce these dangers and make the 
treatment better “ controlled ” One overstates the case, 
and then desperately hopes the overstatement will be 
proved to be right On the other hand, if the patient is 
not given the treatment there is a sneaking feeling that 
he may be being demed his only chance It is hard to 
imagme a more guilt-produang situation 1 


It seems to me that too much has been expected of anti¬ 
coagulants m die treatment of ischaimic heart-disease and the 
prophylaxis of myocardial mfarcuon In this disease atlicro- 
scltrosis causes progressive narrowing of the coronary arteries 
with or widiout thrombosis m them As the narrowing pro¬ 
ceeds collateral vessels develop These processes cause gradual 
myocardial dvgcncrauon punctuated by acute episodes of 
myocardial infarction These episodes are usually die result 
of coronary thrombosis, but may not be The relative 
importance of these various factors m the disease will vary from 
pauent to patient In young pauents atherosclerosis will be 
less fir advanced, and thrombosis will be relatively more 
important In older, diabetic, hypertensive, and fit pauents 
atherosclerosis may be expected to be the more important 
fanor Similarly, pauents who have evidence of widespread 
myocardial disease such as heart-failure, hypotension, 
arrhythmias, enlarged heart, and recurrent mfarcuon (the 
so-called bad-nsk cases) are diose who may be expected to have 
widespread coronary atherosclerosis (Bjcrkclund’s ’ cases with 
a “high force of recurrence’’ presumably come into dus group) 
Parallel with this varying pathological picture it is found 
clinically ’ that young patients are more likely to have senous 
infarcts (presumably because collaterals have not had time to 
develop), but if they make an uncomplicated recovery they 
have a good prognosis (because their myocardium is healthy), 
and are more likely to die of a furtlier infarction Convenely 
older and bad-risk patients have less serious infarcts (because 
collaterals have had time to develop), but are more likely to die 
of myocardial failure, and have a worse prognosis 

Anticoagulants arc hkcly to be most cffeaivc m preventing 
coronary thrombosis, and to have httlc or no effect on progress 
of atherosclerosis Prophylaxis may be expected therefore to be 
most cffccuve m those patients in whom dirombosis plays the 
greater part—i e , in young good-nsk cases This is what has 
been found in both Bjcrkclund’s ' and the Medical RcscarcJi 
Council’ trials Thus, die MRC reported a fivefold 
reduction in recurrent infarction in their treated group, and 
the improvement lasted for at least two years In spite of this 
the reduction in mortality was only about one half, and that 
only dunng tlic first six months of treatment This is most 
mystenous because rcinfarcuon is much the commonest cause 
of deatli in tlus age-group In Honey and Truclovcs young 
patients the incidence was 75"),, The answer may he in die 
vexed question of the diagnosis of rcinfarcuon Tliere my 


1 Uicrktlund C / AciamiJ icand IV,7 15» luppi 330 
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have been unwilhngness to diagnose remfarction m the treated 
group unless the patient actually died this would have the 
efifea of increasing the apparent mortahty of, and the apparent 
reduction of, remfarction Bjerkelund’s figures show a much 
closer correlation between reduction of remfarction and 
mortahty m his treated group of young patients, the mcidence 
bemg two-fifths and four-sevenths respectively He was more 
defimte about his diagnosis of remfarction and also had a much 
more complete postmortem follow-up His postmortem studies 
did show that the mcidence of coronary thrombosis m patients 
who died of recurrent infarcnon was halved by anticoagulant 
treatment 

Thus, both these senes do show a certam reduction m 
the remfarction-rate Bjerkelund’s postmortem studies 
do provide direct evidence that anticoagulants can reduce 
the madence of coronary thrombosis as the cause of the 
remfarction On the other hand, the absence of a reduction 
m mortahty after at the most a year shows that there is 
mexorable progression of the atherosclerosis, m spite of 
treatment More and more patients must go on to the 
stage of widespread artenal disease and myocardial 
degeneration, m which anticoagulants cannot be expected 
to be so helpful, and die of heart-failure, or they may die 
a sudden death (sudden death without infarction is com¬ 
monest m sclerosis alone *) In addiuon to the reduction 
m coronary thrombosis Bjerkelund did find a reduction m 
mural thrombosis m his treated patients at postmortem 
Although Gilchnst and TuUoch ° found httle difference m 
mural thrombosis, there was a reduction m systenuc emboh 
m then senes 

I beheve that there is a case for long-term prophylactic 
treatment of coronary-artery disease with anticoagulants 
It is not possible to say for certam m the mdividual 
patient what relauve parts thrombosis and sclerosis have 
played and wiU play m the development of the disease, 
although hkehhoods can be assessed on the grounds 
descnbed above The greater the part thrombosis plays, 
the more valuable is treatment likely to be Pauents should 
be reviewed every six months, and any who are developmg 
signs of widespread myocardial disease can be rejected, 
particularly those whose treatment is difficult to control 
Those with no such signs can be contmued on treatment 
Possibly unconsaous selection along these hnes is what 
has produced such favourable results m some senes 
Patients who present with angma or acute coronary 
msuffiaency should be treated m the same way Post¬ 
mortem evidence shows that both these symptoms may be 
assoaated with coronary thrombosis, and mdeed the good 
effect of anucoagulants m acute coronary msuffiaency m 
preventmg defimte infarction * is further mdirect evidence 
that they can prevent the spread of coronary thrombosis 
The prognosis of pauents presentmg with angma is the 
same as those presentmg with infarcts,’ and logically they 
should be assessed for treatment m the same way 
There is a tendency for all-or-none opmions to be held 
about this treatment Perhaps the best course is careful 
selecUon of pauents for treatment, the length of which 
should be suited to the mdividual pauent If pauents are not 
led to beheve that treatment is hfesavmg, stoppmg it will be 
easier 


Umvcrsity College Hospital 
London, W C 1 


P M S Gillam 


Sir, —^The paper by Professor McMichael and Dr 
Parry (Nov 5) is reffeshmg to those, like myself, who 
think that the case for long-term and possibly even 

2 tt’ M et El Amcr Hear: J 1948 36 334 481 683 

5 Gjlclmst A R. Tulloch. J A Scot mod J 1956 1, 1 
o Wood, P Diseases of the Heart and CirctUauon London 1956 
7 Seims E. Acta med scand 1960 166 255 


immediate treatment with anU-prothrombm agents m 
coronary thrombosis is not yet proven 

The paper should help to prevent abuse of such therapy 
At present, some physiaans give it m virtually all cases of 
coronary thrombosis and angma of effort on a long-term basis 
not to do so, they feel, may be to the detriment of their pauents 
Anucoagulant climcs have sprung up m many hospitals, dealmg 
with hundreds and sometimes with a thousand or more cases, 
and I have heard of a pathologist who spent a considerable part 
of his day m the estimauon and advice on these tests What is 
really required is follow-up—whenever possible, of large senes 
over ten years or more—of cases tteated with or without anu- 
prothrombm agents 

A surgeon who has earned out major surgery on pauents 
receivmg anu-prothrombm agents assures me that there was no 
abnormal tendency to haemorrhage m these cases This is 
difficult to understand m view of the alleged value of such drugs 
m preventmg clottmg, yet it need not be so surpnsmg, smee it 
is recognised that the clottmg-ume m pauents on anu-pro¬ 
thrombm agents, despite prolonged prothrombm-ume, may 
be qmte normal There need not therefore be any correlauon 
between prothrombm-time and clottmg-ume The posiuon 
may be different with heparm, which prolongs the clottmg- 
ume, but at present no oral heparm or heparmoids are available, 
and long-contmued therapy with these drugs is therefore not 
feasible 


It seems to me that we should adopt a more guarded 
atutude, and not allow ourselves to beheve that we should 
be faihng m our duty to our pauents if we did not use 
anu-prothrombm agents m every case of angma pectons 
and coronary thrombosis 


St Mary Abbot s Hospital, 
London, W 8 


B Gottlieb 


ETHIONAMIDE 

Sir, —^Your leadmg arucle of Oct 29 menuoned the 
tnals which are bemg earned out by the research com¬ 
mittee of the Bnush Tuberculosis Assoaauon m which 
this drug IS used for the treatment of pauents with 
advanced pulmonary tuberculosis m whom previous 
treatment with streptomycm, isomaxid, and PAS has 
failed You stated m error that m these tnals a group of 
pauents is bemg treated with ethionamide and cycloserme, 
m fact, this combmauon is not bemg used 

The reasons for not usmg this combmauon were provided 
by the results of a prelimmary trial reported by Riddell, 
Stewart, and Somner ’ m which pauents were given ethionamide 
0 5 g daily with either cycloserme 0 5-1 g daily or pyrazm- 
amide 2-3 g daily (accordmg to body-weight) This dose of 
cycloserme appeared madequate to protect completely against 
the emergence of cultures with decreased sensiuvity to 
ethionaimde Increase m the dose of cycloserme was not 
thought to be pracucable because of its side-effects, so that the 
combmauon of cycloserme with ethionamide alone is not used 
m the present trial 

On the other hand, m the preliminary tnal ’ the dose of 
ethionamide (0 5 g ) appeared msuffiaent completely to prevent 
decrease of pyrazmamide sensiuvity In view of this m the 
present trial ie recommended dose of ethionamide has been 
mcreased to 1 g daily m combmauon with pyrazmamide 
A second group of pauents is bemg ueated with ethionaimde 
(1 g daily) with pyrazmaimde and cycloserme, to see if this 
combmauon will prevent the emergence of resistance to these 
drugs Pauents are bemg allocated at random to these two 
treatment groups (i e, either ethionamide plus pyrazmaimde, 
or ethionaimde plus pyrazmaimde and cycloserme) In 
addiuon a separate tnal is m progress to study ueatment 
with ethionamide and streptomy cm m pauents whose orgamsms 
are thought to be resistant to isomazid and pas 

The Bnush Tuberculosis Assoaauo n Research Com- 

1 Riddell, R,W .Stewart, S M, Somner, A R Bm med J 1960, u 1207 
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mittee share the hope expressed in your article that these 
controlled cooperative investigations wll eventually 
provide much information of value for treating those m 
whom initial treatment has failed Should your readers 
in Great Britam have patients they would like mcluded 
in the trial, I would be pleased to send them a protocol 

K M Citron 

Institute of Diseases of the Chest, Coordinator, Bnush Tuberculosis 
Brompton, London, S W 3 Association Hthionamide Trial 

*** We are grateful to Dr Citron for correctmg our 
mistake — Ed L 


SPORTS MEDICINE 

Sir, —I was much interested m Dr Troup’s paper of 
Sept 24 What most surprises a Continental medical 
observer is that this speaalty, widely accepted and prac¬ 
tised m so many coimtries (may I add Italy and France to 
Dr Troup’s hst has been relatively unknown in your 
country and m the Umted States, which in many waj's are 
leading countnes in the development of sport 
To the many posiuve aspects of sports medicine mentioned 
m Dr Troup’s paper I would add some observauons The 
athletic performances of recent years, pushed to the limits of 
human endeavour, represent a form of experimental research 
which physiopathologists should not miss The true meanmg 
of some structural or functional changes induced by exercise 
has still to be determmed There also remams the problem 
whether these indicate a pathological state or are an expression 
of a specific physiological condition In this respect, much is 
known about the cardiorespiratory mechamsm of adaptauon to 
physical stress, but little information is available on the 
behaviour, for mstance, of the endocrine system and of the , 
antitoxic funcaons 

We hope that the work of the Federaaon Internationale 
Mddecme Sportive can attract the attention of doaors and 
research-workers and stimulate them to take part m the 
development of this new branch of medical science 

Giuseppe La Cava 

Via Antonio Scira, 104, Secretary General 

Rome F^d^ratjon Inicmationalc Mddcanc Sportive 

A NEW TYPE OF CHROMOSOMAL ABNORMALITY 
IN GONADAL DYSGENESIS 
SiRj—have studied the somatic chromosome com¬ 
plement of three female pauents havmg primary amenorr- 
hoca, infantilism, short neck, and undeveloped secondary 
sexual charactensacs They had elevated levels of 
urmary gonadotrophms and low levels of unnary ocstro- 
gens Laparotomy in tw o of them ret ealed an undeveloped 
uterus and “ streaks ” of rudimentary ussuc at the site 
of the gonads The three pauents were scx-chromatm 
posiuve and their bone-marrow and skin cells cultured 
m wtro yielded counts of 46 chromosomes 

Two of the pauents were independently selected, in two 
diffu-ent chnics, as Turner’s syndrome, one m March, 1959, 
and the other m Januart, 1960 The third one was selected 
under the mfiutncc of the findmgs of the other two because she 
was a se\-chromatm posiutc, ‘ atvp'cal ” Turner 

Detailed studs of the karvotvpes rescaled in all of them the 
presence of onls one X chromosome and of a long, mctaccntnc, 
chromosome sshich, on morphological csidcnce, ssas similar to 
the chromosomes of pair no 3 

The most likels interpretanon of these karjots'pes is that the 
abnormal chromosome is an iso-chromosomc ’ for the long 
arm of one X chromosome The pauents arc therefore formall> 
tnsomic for the long arms and monosomic for the short arm 
of X, but two of the long arms must be, bs the definition of 
iso-chromosomcs,‘ gcnciicalls homologous Other possible 
nolrlirr e-1 CL b ^ Ge-ff 1^.0 39 351 


mterpretauons mclude duplicauon of part of one of the X 
chromosomes, translocauon of other chromosomal matenal 
on to one X chromosome, and trisomy for chromosome no 3 
and monosomy for the X chromosome 
While we are preparmg a detailed desenpuon of these cases, 
wc wish to call auenuon to the fact that analysis of the karyotj-pe 
may reveal peculiar cytological situauons wluch arc relevant to 
a better understanding of gonadal dysgenesis as shown by ilie 
case reported by Jacobs et al,- and by those mentioned here 
Aiedical RMcarch CounaJ 

Population Genetics Research Unit, , . ^ 

Old Road, Headington, O^ord M FrACCARO 


Department of Endocrinology, 
Karolinska Hospital, 
Stockholm 


Department of Padiatrics, 
Central Hospital, 
Eskilstima, SN\eden 


D Ikkos 
J Lindsten 
R Luft 

K PCaijser 


CHROMOSOMES IN HYDATIDIFORM MOLES 
Sir, —In 1940 Herug and Edmonds, in their treatise’ 
on the genesis of hydaudiform mole, said that “ the 
disappearance, degenerauon or even necrosis of the 
vascular ' anlagen ’ (in the chonomc viUi) js nothing but 
a variety of disuse atrophy and does not represent a 
primary abnormality of the chonomc vessels ” Edmonds * 
pomted out that hydaudiform mole “ could be mduced 
by the combmed acuon of a chromosomal factor present 
m the ovum and a maternal consutuuonal or age influence" 
Support for the presence of a chromosomal factor in 
the villi has been found by counting chromosomes in the 
villi of hydaudiform mole 

In three cases mole ussue, as fresh as possible, was put into 
disullcd water, transferred to 45% accuc and, squashed, 



Sex-chromntin positive hydoiidiform mole Plate ehowlnr 
squashed metaphnse 38 chromosomes Slightly dllTerent faevf 
ond photogrophy ollow occurate charting of chroniosomtt 
(Fculgcn y 3200 ) 


hjdroljsed, and stained with Fculgen reagent or Khngcr 


reagent 

In the first mole, m 2 cells 46 chromosomes, and in 9 cells 
38 chromosomes were counted In the second mole, onl> 1 
cell was so well presened that chromosome counting «vs 
feasible the number was 38 In the tJurd mole, in 7 cells 33 
chromosomes were counted (see figure), in 2 cells 39 chromo¬ 
somes, m 9 cells 46 chromosomes, and in 1 celt 47 chrom^ 
somes Karyotyping of the 38 chromosomes proved to be 
extremely cumbersome and is still under study 


So, in our opinio n, the lack of t cssels in the ^honimic 


Jscobv P A , Ha-ndco D G Court 15 oun W M 
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viUi of hydatidiform mole may be regarded as a primary 
defect m the formation of the vilh in this disease and not 


as a disappearance of the vascular anlagen, caused by 
“ the early death of the foetus ” Accordmg to this view 
hydatidiform-mole vilh could be regarded as persistent 
secondary vilh (whereas m chorio-epithehoma the 
process of formauon of the vilh is probably arrested m the 
primary stage) 


Uru\ersity Department of Obstetrics 
and Gynsecology, 

St RadboudaekenhuiSj 
Nijmegen, Netherlands 


LAM Stolte 
H I A M v Kessel 
J C Seelen 
G A J TipiNK 


ARTIFICIAL INSEMINATION 

SiRj—Conceriung the astomshmg suggestion that aid 
consumtes adultery even if performed with the full 
consent of the husband, and its defence that it is not smful 
smce concupiscence is lackmg, I should propose to make 
intent the crucial test for marital deception 

Havmg a child through A i D is analogous with adopting 
a baby, and not with bearmg a child conceived m adultery 
aid, hke adoption, is dependent upon the consent of both 
husband and wife, it is an open act performed for a soaally 
accepted purpose, and it lacks the mtent to deceive 
Makmg a concession to human nature, it appears good 
practice to imx the semen of the donor with that of the 
husband before perfornung aid The uncertamty mtro- 
duced seems to help avoid an emouonal stress on the 
husband, it is not the element of adultery, but the closer 
physical ties between child and mother that carry the seeds 
of conflict In this way pater semper tncertus est remams 
true 

SanFranasco STEVEN E RoSS 

Sir,— ^Dr Audrey Roberts (Oct 29) need not take so 
gloomy a view of moral theology It can, and does, move 
with the times No longer, for example, do its mter- 
preters think it seemly to burn heretics at the stake a 
distmct advance 

Crediton, Devon L N JACKSON 


respiratory obstruction due to faulty 

ENDOTRACHEAL TUBE 
Sir,—I should like to suggest that this phenomenon is 
more often due to the use of too small an endotracheal 
lube than to a fault m the tube 


In one case reported a no 6 or 7 tube was used for an adult 
pauent, to obtam an airtight seal in an adult trachea with a 
^be of this size mevitably leads to an overdistension of the 
balloon with consequent bulgmg of any weak part in the balloon 
In order to provide the pauent with the best possible airway 
It IS important to select the largest bore endotracheal tube that 
can be passed through the glottis without traUma, m my 
experience there is rarely a need to use anythmg smaller than a 
M 10 m an adult and I very frequendv use a no 11 or 12 
With tubes of these sizes an airught seal withm the trachea can 
be obtamed with a minimum of distension of the balloon and 
consequently a minimum risk of causmg the balloon to hermate 
or burst, with the possibility of obstrucuon in the one case and 
n^mage to the trachea m the other 
Two pomts m the care of endotracheal tubes are of import¬ 
ance always place the balloon end of the tube m a test-tube 
"hen tesung the tube by infiauon (this prevents overdistension 
° balloon and a weakemng of its wall durmg the test), 
^d avoid the use of tube lubricants which have a fatty base 
(such lubncants have a very deleterious effect on the thm rubber 
of the balloon and weaken the wall, thus predisposing to 
bulgmg under inflation) 


Fcmdown Dorset 


DRIVING AND CORONARY THROMBOSIS 
Sir,— ^Durmg the past fourteen months I have seen 10 
cases of coronary thrombosis, m 8 of which the pauents 
had been drivmg their car m London just before the 
attack 3 of the pauents drove themselves to my 
consultmg-room and their attacks occurred durmg the 
journey The other 5 had attacks on arrivmg home after 
drivmg m London (1 pauent collapsed after garagmg his 
car) 

The traffic m London becomes more and more con¬ 
gested every day and the stress of drivmg is propor- 
uonately mcreased I am sure this stress and accom- 
panymg exhausuon, especially durmg the peak hours m 
London, is a cause of many coronary thromboses But 
exhaust fumes may contam vasoconstrictor substances 
that act as a substanual contnbutory factor In view of 
present-day condiuons, I do not support the suggesuon 
that dnvmg can be a form of relaxauon 
London, Wl MAX OdENS 

POMP AND CIRCUMSTANCE 
Sir,— ^What ' Abohsh teachmg ward rounds ? No, 
Never It’s the one bright spot m the pauent’s week, to 
hear the students and doctors cross-quesuoned At least, 
so I have been told by many ex-ward-pauents 

London, Wl G E BEAUMONT 

DANGERS OF ORAL DIURETICS IN A 
HOT CLIMATE 

Sir,—^T he use of diureUcs such as chlorothiazide and 
hydrochlorothiazide as hypotensive drugs for non- 
ffidematous pauents has lately mcreased considerably 
The followmg case illustrates how these drugs may 
produce severe hypotension if not adequately controlled 
A woman of 69, who had never shown signs of cardiac 
failure, was treated m the USA with hydrochlorothiazide 
for more than 2 years Her blood-pressure before treatment 
was about 220/100 mm Hg and was controlled by 25 mg of 
hydrochlorothiozide twice daily at around 160 systohe and 
80-90 diastohc She kept to this regimen when she arrived m 
Israel for a visit After her arrival she had diarrhoea for several 
days Subsequently, on a very hot day, when the dry eastern 
wmds (khamseen) prevailed she took a trip by bus (10-11 hours 
from Haifa) to Elath on the shore of the Red Sea The tempera¬ 
ture there was 42°C (107 6°F) with relauve humidity below 
10% As she had not felt well on the previous days she had 
mcreased her dose to 75 mg daily without consultmg a doaor 
At Elath she felt, as she said, extremely weak and could hardly 
move Next mommg she went back by plane and arrived 
with great difficulty at her temporary residence near here She 
rested and called me, for the first time, on the fourth day 
after her return Her blood-pressure was 95/45 As she had 
stopped takmg the drug 3 days previously it can be presumed 
that her blood-pressure was lower sull at Elath and that she 
had been m a state of near collapse An electrocardiogram 
next day showed no myocardial damage and no signs of 
potassium depletion, but evidence of left heart stram As she 
refused further exanunations, no estimation of electrolytes or 
plasma-volume was made 

Recovery was quick and uneventful Without any medica¬ 
tion her blood-pressure returned to 150/80 withm 16 days and 
remamed so nil her departure from Haifa 

This case showed a combmauon of several factors dehydra- 
non after diarrhoea and exposure to a hot dry climate without 
sufficient mtake of flmd, aggravated by an mcreased dose of 
hydrochlorothiazide, combimng to mduce dangerous hypo¬ 
tension 

Similar reacuons, though not as dramanc, were seen lately 
m two other pauents, also new amvals from abroad and not yet 


S F Durrans 
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mittee share the hope expressed m your aracle that these 
controlled cooperative investigations will eventually 
provide much information of value for treatmg those in 
whom miUal treatment has faded Should your readers 
m Great Britam have patients they would like mcluded 
in the trial, I would be pleased to send them a protocol 

K M Citron 

Institute of Diseases of the Chest, Coordinator, British Tubercujosis 
Brompion, London, S W 3 Association Ethionamide Tnal 

*** We are grateful to Dr Citron for correctmg our 
imstake —^Ed L 


interpretanons include duplication of part of one of the \ 
chromosomes, translocanon of other chromosomal matenal 
on to one X chromosome, and trisomy for chromosome no 3 
and monosomy for the X chromosome 
While we are preparmg a detailed descnption of these cases, 
we wish to call attention to the fact that analysis of the kar>ot 5 -pc 
may reveal peculiar cytological situanons which are relevant to 
a better understandmg of gonadal dysgenesis as shown by the 
case reported by Jacobs et aland by those mentioned here 
Medical Research Council, 

Populauon Genetics Research Umt, m ^ 

Old Road, Headington, Oxford A4 pRACCARO 


SPORTS MEDICINE 

Sir,—I was much mterested m Dr Troup’s paper of 
Sept 24 What most surprises a Contmental medical 
observer is that this specialty, widely accepted and prac¬ 
tised in so many countries (may 1 add Italy and France to 
Dr Troup’s hst^), has been relatively unknown m your 
country and in the Umted States, which in many ways are 
leading countnes m the development of sport 
To the many positive aspeas of sports medicme mentioned 
in Dr Troup’s paper I would add some observations The 
athletic performances of recent years, pushed to the limits of 
human endeavour, represent a form of experimental research 
which physiopathologists should not miss The true meanmg 
of some structural or functional changes induced by exercise 
has still to be determmed There also remams the problem 
whether these indicate a pathological state or are an expression 
of a specific physiological condition In this respect, much is 
known about the cardiorespiratory mechamsm of adaptation to 
physical stress, but little information is available on the 
behaviour, for mstance, of the endoerme system and of the , 
anutoxic ^cuons 


Department of Endocrinolog>, 
KaroJjnska Hospitnl, 
Stockholm 

Department of Pediatrics, 
Central Hospital, 
Eskilstuna, Sweden 


D Ikkos 
J Lindsten 
R Luft 

K Kaijser 


CHROMOSOMES IN HVDATIDIFORM MOLES 
Sir,—I n 1940 Herug and Edmonds, in their treatise * 
on the genesis of hydaadiform mole, said that “ the 
disappearance, degeneration or even necrosis of the 
vascular ‘ anlagen’(m the choriomc vilh) as nothing but 
a variety of disuse atrophy and does not represent a 
primary abnormality of the chorionic vessels ” Edmonds * 
pomted out that hydaadiform mole “ could be induced 
by the combined acaon of a chromosomal factor present 
m the ovum and a maternal consatudonal or age influence” 
Support for the presence of a chromosomal factor in 
the viUi has been found by countmg chromosomes in the 
villi of hydaadiform mole 

In three cases mole ussue, as fresh as possible, was put mto 
disulled water, transferred to 45% acetic acid, squashed, 


We hope that the work of the Federauon Intemaaonale 
Mddecine Sporuve can attract the attenaon of doctors and 
research-workers and samulate them to take part m the 
development of this new branch of medical science 

Giuseppe La Cava 

Via Antonio Serra, 104, Secretarj General, 

Rome F^diraaon Imcmationalc Mrfdeanc Sportive 

A NEW TYPE OF CHROMOSOMAL ABNORMALITY 
IN GONADAL DYSGENESIS 
Sir, —^We have studied the somatic chromosome com¬ 
plement of three female paaents havmg pnmary amenorr- 
hoca, infanuhsm, short neck, and undeveloped secondary 
sexual characterisDCS They had elevated levels of 
unnary gonadotrophins and low levels of urinary oestro- 
gens Laparotomy in tvv o of them revealed an undeveloped 
uterus and “ streaks ” of rudimentary ussue at the site 
of the gonads The three paaents vv ere sc\-chromatin 
positive and their bone-marrow and skin cells cultured 
m vitro yielded counts of 46 chromosomes 

Two of the pauents were independent]} scleaed, in two 
different chmes, as Turner’s syndrome, one m March, 1959, 
and the other in Januarv, 1960 The third one was selected 
under the influence of the findmgs of the other tw o because she 
was a sc\-chromatm posiuv c, ‘ atypical ” Turner 

Detailed study of the karvotvpcs revealed in all of them the 
presence of only one \ chromosome and of a long, metacentnc, 
chromosome which, on morphological evidence, was similar to 
the chromosomes of p-ur no 3 

The most likclv mterprennon of these karvotvpcs is that the 
abnormal chromosome is an ‘ iso-chromosomc ’ for the long 
arm of one X chromosome The pauents arc therefore formallv 
tnsomic for the long arms and monosomic for the short arm 
of but two of the long arms must be by tlie dcfiniuon of 
iso-chromosomcs,* gcncticalU homologous Other possible 
I D, Urp on C b 7 Gr-/r 1940 39 351 





Scx-chpomntln posithe hj^dnficUform mole PJafe *howlnr 
squashed mclnphajc, 38 chromosomes SUchtly different fo^o* 
and photography ollow accurate charting of chromosome* 
(Fculgen y 3200 ) 

hydrolysed, and stained with Fculgen reagent or Klinger 

In the first mole, m 2 cells 46 chromosomes, and in v 
38 chromosomes were counted In the second mole, only^ 
cell was so well preserved that chromosome counting 
feasible the number was 38 In the third mole, in 7 cells 3 
chromosomes were counted (sec figure), in 2 cells 39 chrotro- 
somes, in 9 cells 46 cliromosomcs, and in 1 eel! 17 chrom^ 
somes Karyotyping of the 38 chromosomes proved to 
extremely cumbersome and is still under study 

So, in our opinion, the Jack of v essels in the c hononic 

2~itacob> P A ^ Hamden D G Court UrcwTi W \1 1: 

Cloie H G , MitGrcso' T N , Vl=dcn S Strorr ] A ' 

3 Hcrt^ A't IJ W Art!- Pash I®*® p® 

4 EJniridt H tV Am S 1 AtaJ Sts 1959 £0 tS 
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viUi of hydatidiform mole may be regarded as a primary 
defect m the formation of the viUi m this disease and not 
as a disappearance of the vascular anlagen, caused by 
“ the early death of the foetus ” Accordmg to this view 
hydatidiform-mole vilh could be regarded as persistent 
secondary vilh (whereas m chono-epithehoma the 
process of formation of the vilh is probably arrested m the 
primary stage) 


Um%ersity Depaxtment of Obstetncs 
and Gynajcology, 

St Radboudzieke^uis, 
Nijmegen, Netherlands 


LAM Stolte 
H I A M V Ressel 
J C Seelen 
G A J Tijdink 


ARTIFICIAL INSEMINATION 
SiRj—Concenung the astomshmg suggestion that aid 
consntutes adultery even if performed with the full 
consent of the husband, and its defence that it is not sinful 
smce concupiscence is lackmg, I should propose to make 
intent the cruaal test for marital deception 
Havmg a child through A i D is analogous with adopting 
a baby, and not with bearmg a child conceived m adultery 
aid, like adopuon, is dependent upon the consent of both 
husband and wife, it is an open act performed for a soaaUy 
accepted purpose, and it lacks the mtent to deceive 
Makmg a concession to human nature, it appears good 
practice to mix the semen of the donor with that of the 
husband before performmg aid The uncertamty mtro- 
duced seems to help avoid an emotional stress on the 
husband, it is not the element of adultery, but the closer 
physical ties between child and mother that carry the seeds 
of conflict In this way pater semper incertus est remams 
true 

San Francisco STEVEN E ROSS 


Sir, —^Dr Audrey Roberts (Oct 29) need not take so 
gloomy a view of moral theology It can, and does, move 
With the times No longer, for example, do its mter- 
preters think it seemly to bum hereacs at the stake a 
distmct advance 

Crcdiron Devon L hi JaCKSON 


respiratory obstruction due to FAULTY 

ENDOTRACHEAL TUBE 
Sir,—I should hke to suggest that this phenomenon is 
more often due to the use of too small an endotracheal 
tube than to a fault m the tube 
In one case reported a no 6 or 7 tube was used for an adult 
patient, to obtain an aimght seal m an adult trachea with a 
tube of this size inevitably leads to an overdistension of the 
balloon tvith consequent bulgmg of any weak part in the balloon 
In order to provide the pauent with the best possible airway 
It IS important to select the largest bore endotracheal tube that 
can be passed through the glottis without trailma, m my 
cxpenence there is rarely a need to use anything smaller than a 
^ 10 m an adult and I very frequently use a no 11 or 12 
With mbes of these sizes an airught seal withm the trachea can 
be obtamed with a minim um of distension of the balloon and 
consequently a minimum risk of causmg the balloon to hermate 
or burst, with the possibility of obstruction m the one case and 
'l^age to the trachea m the other 
Tv,o pomts m the care of endotracheal tubes are of import- 
crwe always place the balloon end of the tube in a test-tube 
"hen testmg the tube by mflation (this prevents overdistension 
of Ac balloon and a weakemng of its wall durmg Ae test), 
Md avoid Ae use of tube lubricants which have a fatty base 
(such lubricants have a verj deletenous effect on Ae Am rubber 
of Ae balloon and weaken Ae wall, Aus preAsposmg to 
bulging under inflation) 

Fcmdown Dorset S F DURRANS 


DRIVING AND CORONARY THROMBOSIS 
Sir,—D urmg the past fourteen months I have seen 10 
cases of coronary thrombosis, m 8 of which the patients 
had been dnvmg their car m London just before the 
attack 3 of the patients drove themselves to my 
consultmg-room and their attacks occurred during the 
journey The other 5 had attacks on arriving home after 
dnvmg m London (1 patient collapsed after garagmg his 
car) 

The traffic m London becomes more and more con¬ 
gested every day and the stress of dnvmg is propor¬ 
tionately mcreased I am sure this stress and accom- 
panymg exhausDon, espeaally durmg the peak hours m 
London, is a cause of many coronary thromboses But 
exhaust fumes may contam vasoconstnaor substances 
that act as a substantial contributory factor In view of 
present-day conffitions, I do not support the suggestion 
that dnvmg can be a form of relaxation 
London, W 1 MaX ODENS 


POMP AND CIRCUMSTANCE 
Sir, —What' Abohsh teachmg ward rounds ^ No, 
Never It’s the one bnght spot m the patient’s week, to 
hear the students and doctors cross-quesDoned At least, 
so I have been told by many ex-ward-pauents 
London W 1 G E BeAUMONT 


UAINliUKU UKAL DIURETICS IN A 
HOT CLIMATE 

Ser,—^T he use of diurencs such as chlorothiazide and 
hydrochlorothiazide as hypotensive drugs for non- 
oedematous pauents has lately mcreased considerably 
The foUowmg case illustrates how these drugs may 
produce severe hypotension if not adequately controlled 
A woman of 69, who had never shown signs of carAac 
failure, was treated m Ae U S A wiA hyAochlorothiazide 
for more Aan 2 years Her blood-pressure before treatment 
was about 220/100 mm Hg and was controlled by 25 mg of 
hyAochlorothiozide twice daily at around 160 systohc and 
80-90 Aastohc She kept to this regimen when she amved m 
Israel for a visit After her arrival she had Aarrhoea for several 
days Subsequently, on a very hot day, when Ae dry eastern 
wmds (khamseen) prevailed she took a tnp by bus (10-11 hours 
from Haifa) to ElaA on Ae shore of Ae Red L Thrtemner 
toe Aere was 42=0 (107 6»F) wiA relauve humiAty beW 

previous days she had 
P consultmg a donor 

extremely weak and could harAy 
move Next mommg she went back by plane and arrived 

msted^'md'S'^m'i foV 

after her return Her blood-pressure was 95lS^ £*2 S 
stopped takmg Ae drug 3 davs nrevronsi,, , ^ ™ 

Aat her blood-pressure was LvL^ATit S 

had been m a state of near ^Uanse 1 

next day showed no myocarAal^d-rm^ ble^ocarAogram 

potassium depleuon, but evidence of leftILrt 2° 

reffised fimher exammauons Mesr.^ 
plasma-volume was made ’ >^3000 of electrolytes or 

Recovery was qmck and uneventful w.ri, 
non her blood-pressure returned to 150 /Rn meAca- 

re^ed so A 1 her depaiTe from Sa 

non after AL2'^md22e t dehydra- 

sufficient mtake of Sd Tg^v “/b^^ 

new arrivals from abroad and not yet 
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acclimatised, who kept to their former doses of hydro¬ 
chlorothiazide 

For many years it has been known m this country—^before 
the start of oral diureac treatment—that regular mersalyl 
injections had to be stopped when the khamseen blows (a 
hypotensive agent m itself) Doctors who know that patients 
on hypotensive drugs intend gomg abroad should warn them 
to be careful in an unfamiliar climate 

Haifa Israel H W BrUNO 

TREATAIENT OF FANCONI’S ANffiAUA 

Sir, —Interest in the treatment of this condition has 
been reawakened by a report ‘ of the use of a combination 
of testosterone and prednisone m aplasuc anaimia m 
children The bone-marrow regenerated m 4 out of 5 
cases so treated, and 1 of these was a Fancom’s anaimia 
Later figures indicated moderate to full remission in 11 
out of 17 cases on this treatment 3 showed no response 
and 3 died m the early stages of treatment ° 

It was deaded to try this treatment in Cape Town m 
a brother and sister tvith Fancom’s anaimia The disease 
and Its occurrence in 5 children seen here has been 
described elsewhere “ 3 of the 5 patients were members 
of one family, which included the 2 children and an 
elder sister who died of the disease m 1957 

Case 1 —^A boy, aged 7 years, was first seen by us m 
1959 and was found to have Fancom’s anremia The anaania 
was not severe, but he had associated thrombocytopenia and 
neutropenia with a hypocellular marrow and several congenital 
defects Treatment with methyl testosterone (25 mg daily) 
and prednisone (10 mg daily) began in January, 1960 After 
3 months lus haunoglobm, ^ough not showmg a spertacular 
nsc, was nevertheless mamtamed without transfusion durmg 
this time He had previously had two transfusions over a period 
of 5 months (fig 1) He also had a platelet and a neutrophil 
response The platelets, which had varied between 50,000 and 
70,000 per c mm , had risen to over 100,000 and his neutrophils 
from between 2% and 34% to 66% The previously hypo- 
ccUuIar marrow showed considerable activity, particularly of 
red-cell precursors 

Case 2 —A girl, 11 years old, first came to us a few months 
before her brother and the imtial diagnosis was aplasuc anomua 
When the brother was seen and his congemtal defects observed, 
the girl was re-exammed and found to have deficient thenar 
muscles on one hand as well as some pigmentation which had 
not previously been appreaated Her peripheral blood showed 
cssennally the same features as the boy, but to a 
greater degree She had several marrow aspirations 
and one trephme of the iliac crest, and all showed 
very defective marrow activity She required four 
transfusions at mtervals of approximately 2 
months 

Treatment also began in January, 1960—predni¬ 
sone (10 mg per day) and methyl testosterone 
(50 mg per day, 2 mg per kg per day m each 
child) 3 months later (April 1, 1960) her harnio- 
globm had risen from 9 8 g to 13 1 g per 100 ml 
and she had needed no transfusions during this time 
(fig 2) Her bone-marrow also showed crythro- 
poieuc activity and both platelets and neutrophils 
were nsmg from their previously low levels 

In Shahidi and Diamond’s patients the first 
response was always in the red-cell senes and 
the other blood elements showed signs of 
regeneration later It was usually 2-3 months 
before benefit was seen, so that in our cases we 
may find a further increase in phtclets and 
neutrophils later 
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Fip 1—Hfcmoglobln levels In case 1, a boy of 7 

Side-effects in both children so far have been slight acne, 
some flushing, and “ Cushmg ” appearance, and both have 
developed pubic hair In addition, the boy has shown some 
enlargement of the external gemtals They both feel very well, 
have large appetites, and are no longer easily fatigued 

Because of the Cushmg effects the dose of prednisone has 
been reduced to 5 mg daily in each case and there has been 
some decrease m the children’s weights In view of the genital 
overgrowth m the boy, it may be desirable to reduce the dose 
of methyl testosterone, but for the present it is being kept at 
the starting level 

The results, espeaally in the girl, seem promising, 
but more than this cannot yet be claimed According to 
Shahidi and Diamond,* therapy will have to be con- 
tmued for at least another 6 months, and it remains to be 
seen whether the improvement will thereafter be mam¬ 
tamed without treatment It is not yet known whether 
further courses of the drugs are necessary or not This 
will depend on follow-up studies of peripheral blood and 
bone-marrow 

The future may show that complete recovery is some¬ 
times possible from this hitherto fatal disease 


1 Shihidi N T| DiAmond K, J Du Chid 

1950 OS 293 

2 Dumend L K Pcnonil commimJcaucn. 1959 

3 McDcmld R, Goldichnudt B L. Arch Dj ChlJh 

(in the pr«>) 
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Addendum —^At the end of June, 1960, these children had 
been under treatment for 6 months, and m each case the htemo- 
globin was over 13 g per 100 ml Bone-marrow activity was 
likewise satisfactory In view of the good response to treat¬ 
ment, both drugs have been reduced m amount, and it is 
intended to discontmue therapy m a month or tvo The 
blood-picture will thereafter be tvatched 
Thanks are tendered to Prof F J Ford for advice and Dr J G 
Burger, supermtendent of Groote Schuur Hospital, for pemussion 
to publish this report, which is based on a paper presented to the 
4th Congress of the South African Padiatnc Assoaauon in Cape 
Town on April 4, 1960 


Department of Child Health, 
Umveisity of Cape Town, and 
Groote Schuur Hospithl, 
Observatory, Cape Town. 


Robert McDonald 


POSTPARTUM PRE-ECLAMPSIA 
Sm,—^May I congratulate Fhght-laeutenant McFadyen 
on observmg and descnbmg the phenomena recorded as 
“ postpartum pre-edampsia ” in your issue of Nov 5 ^ 
He will forgive me for pomtmg out that I did mention 
that such events do occur on pp 164 and 243 of mv book. 
The Pregnancy Toxeermas, and for the first ame m your 
columns m 1932 ^ 

Would it not be wiser to attribute all the “ eclampsias ” 
to disturbances m one or more of the homceostanc 
mechamsms rather than postulate a smgle cause for one 
or all of them ^ 

Bradford. G W THEOBALD 

PERITONEAL SPLASH A PHYSICAL SIGN 
Sir, —The letters by Mr Lane Roberts (Sept 24) and 
Mr Smiddy (Oct 15) mterested me, pamcularlj because 
I have found it useful to try to ehat the presence of fliud 
in doubtful perforation 

My custom in such doubtful cases is to auscultate the 
abdomen for bowel sounds, and the patient is asked to 
cough If there is fluid and air m the abdomen then a 
double soimd is heard as the wave of flmd is displaced by 
contraction of the diaphragm The nearest Enghsh 
equivalent I can suggest is “ tch-tch ” When this is heard 
one can be confident that there is air and fluid in the 
abdomen, but it is not heard m every case, particularly m 
estly perforation when there may be httle fluid 

Weymouth and District Hospital J JEWERS 

PUULED SHORT EXTENSORS 
Sir, —should like to describe briefly a new diflTereutial 
diagnosis of twisted ankle or foot—“ pulled short 
extensors ” 

Smee most patients have heard of twisted ankles many 
ernve m the casualtv department with a history of having fallen 
twisted their ankle So severe is the imnal pam that 
^^i^y amve m the casualty consulting-room m a wheel-chair 
The mjury can happen at any age In the cases I have 
reviewed the age-range is 11 to 64 years Nearly 25% of all foot 
2nd ankle injuries in the penod May to December, 1959, were 
of this kmd Cbmeal examination shows considerable swelhng 
o^er the dorsum of the foot near the ongm of the extensor 
digitorum brevis No swelhng of the ankle-jomt is seen or 
P^pable, and there is no tenderness over the styloid process of 
Jne 5th metatarsal bone Radiographic findings are negative, 
ne patient had ruptured short extensors associated with a 
of the sustentaculum tab 

“ oold compress of lotio plumbi or sahne is apphed, and on 
first day of the mjury the patient rests at home Seen m 
rnsualty agam on the third day after mjury, they have all 
recovered and are discharged—^m contrast with the ankle 
tpram, which may require treatment for two weeks or more 
^Bedford General Hospital K ^ TAYLOR. 


SPONTANEOUS FRACTURE OF THE FIBULA 


Sir,—^M r Maudsley (Nov 5) has, I think, ov'er- 
simplified the explanaaon of “ faogue ” fractures both 
m the fibula and m general 

First, in the fibula, these fractures occur in infants, 
children, adolescents, young adults, and m middle age 
Secondly, I do not feel it is right to compare fangue m 
hvmg bone to fatigue that occurs m other matenals, such 
as metal Undoubtedly a dead bone will suffer faague, 
but vve have no good evidence that true faague occurs m 
normal healthy hvmg bone 

It IS therefore presupposmg the pathological changes to 
call these lesions faague fractures and it is wiser, m my 
opimon, to call them stress Cractures 


Stress Fracture Bureau^ 
Aiiddlesex Hospital, 
London, W 1 


M B Devas 


MODERN CLINICAL BIOCHEAUSTRY 

Sir,—^D r Osborn’s letter (Nov 5) is the best argument 
that has j’et been put forward for the estabhshment of 
mdependent biochemistry departments controlled by 
qualified saenasts 

His views are no more than we can expect from one who 
admits that he is prepared to put the clock back for more than 
a century, but what a pity it is that Virchow’s atnmde of 1855 
should soil dommate the mmds of some pathologists Ehrlich 
was a great man, and amongst his numerous claims to fame 
stands the fact that he was the founder of chemotherapy, 
which IS nbt the same as clmical biochemistrj And what 
Tolstoy wrote m his Tales of 1903 is little to the pomt in a 
discussion on Modem Chmeal Biochemistry If Dr Osborn 
would care to read somethmg rather more recent, I would 
recommend the arucle m Chmeal Chemistry last month by 
Prof J G Reinhold enntled The Professional Status of 
Clmicd Cheimsts If he studies this excellent address, he mav 
reahse that there may be more than one side to a quesaon 

When Dr Osbom ranks the biochemist equally with the 
semor technician m the other subjects, he certainly does shock 
me, but he does not surpnse me Alany pathologists hold this 
view, but at least it is somethmg of an improvement on Pro¬ 
fessor Cappell’s desenpaon of biochexmsts as “ other workers 
not medically qualified ” and every httle helps A httle plam 
wntmg does a world of good, and Dr Osborn’s contnbuuon 
must have opened qmte a few eyes Indeed, it is quesaonable 
whether he or I will do more on behalf of rlimral biochemistry 
m Its efforts to free itself from the pathological mentahty of 
last century 

In reply to Dr Pinkerton (Nov 5) 1 would say that if he, or 
anyone else, still beheves that 1 have overstated the case, surely 
Dr Osborn’s letter will convmce him that the case has been 
severely understated Why should Dr Pinkerton think it 
“patently absurd” that each large hospital should have an 
mdependent biochemistry department’ Many large hospitals 
m Edmburgh, Glasgow, and elsewhere have mdependent 
biochemistry departments and they maintain a high standard 
of work Such departments have the great advantage that 
dimcians can approach the biochemist directly on any bio¬ 
chemical problem without the mtervenuon of the pathologist, 
and vice versa It is a system which works with the minimum 
of trouble and might be copied elsewhere with considerable 
advantage 

I have neither said nor imphcd that the biochemist should 
" go It alone ” or work in a “ watemght ” department, and 
I know of no professional clinical biochemist who would sup¬ 
port such an idea The modem clinical biochemist works m 
the closest cooperaaon tvith aU clini cal umts by contnbutmg 
his share of speaahsed w ork directly to the clini cian m charge 
of the paUent The clmiaan, and the chmcian alone, is the one 
to deade on matters of diagnosis and treatment. 

Dr Pinkerton’s letter comes near to the suggestion that 
has often been made recently—^that some new nomen- 
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acclunaused, who kept to their former doses of hydro¬ 
chlorothiazide 

For many years it has been known in this country—^before 
the start of oral diureuc treatment—tliat regular mersalyl 
injecuons had to be stopped when the khamseen blows (a 
hypotensive agent in itself) Doaors who know that patients 
on hypotensive drugs intend gomg abroad should warn them 
to be careful in an unfamihar climate 
Haifa Israel H BrUNO 

TREATMENT OF FANCONI’S ANiEMIA 
SiRj—Interest m the treatment of this condition has 
been reawakened by a report * of the use of a combination 
of testosterone and predmsone in aplastic anxrma m 
children The bone-marrow regenerated in 4 out of 5 
cases so treated, and 1 of these was a Fancom’s anaemia 
Later figures indicated moderate to full remission in 11 
out of 17 cases on this treatment 3 showed no response 
and 3 died m the early stages of treatment “ 

It was deaded to try this treatment m Cape Town in 
a brother and sister ivith Fancom’s anaemia The disease 
and Its occurrence in 5 children seen here has been 
descnbed elsewhere ® 3 of the 5 panents were members 
of one family, which mcluded tiie 2 children and an 
elder sister who died of the disease m 1957 
Case 1 —^A boy, aged 7 years, was first seen by us m 
1959 and was found to have Fancom’s anaimia The anamua 
was not severe, but he had associated thrombocytopema and 
neutropenia with a hypocellular marrow and several congcmtal 
defects Treatment wth methyl testosterone (25 mg daily) 
and prednisone (10 mg daily) began in January, 1960 After 
3 months his haimoglobin, though not showmg a speaacular 
rise, was nevertheless maintamed without transfusion durmg 
this time He had previously had two transfusions over a penod 
of 5 months (fig 1) He also had a platelet and a neutrophil 
response The platelets, which had varied between 50,000 and 
70,000 per c nun , had risen to over 100,000 and his neutrophils 
from beween 2% and 34% to 66% The previously hypo- 
cellular marrow showed considerable activity, particularly of 
red-cell precursors 

Case 2 —A girl, 11 years old, first came to us a few months 
before her brother and the imtial diagnosis was aplasuc anamua 
When the brother was seen and his congcmtal defects observed, 
the girl was re-exanuned and found to have deficient thenar 
muscles on one hand as well as some pigmcntauon which had 
not previously been appreciated Her peripheral blood showed 
essentially the same features as the boy, but to a 
greater degree She had several marrow aspirations 
and one trephine of the iliac crest, and all showed 
\ ery dcfecuve marrow acuvity She rcqmred four 
transfusions at mtervals of approximately 2 
months 

Treatment also began in January, 1960—predm¬ 
sone (10 mg per day) and methyl testosterone 
(50 mg per day, 2 mg per kg per day m each 
child) 3 months later (April 1, 1960) her hxmo- 
gtobm had risen from 9 8 g to 13 1 g per 100 ml 
and she had needed no transfusions durmg this tune 
(fig 2) Her bone-marrow also showed eryihro- 
poicac activity and both platelets and neutrophils 
w ere nsmg &om theu previously low lev els 
In Shahidi and Diamond’s patients the first 
response was always in the red-cell senes and 
the other blood elements showed signs of 
regeneration later It was usually 2-3 months 
before benefit was seen, so that in our cases wc 
may find a further increase m platelets and 
neutrophils later 

1 Shihidj NT, Duitiond L. K J Ihs CMd 

1959,98 293 

2 Duraond L, K Pcnonal communication. 1959 

3 McD<m!d R. Go!dichmidt B 1— Arch Du CMSh 
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Methyl testosterone 
25 mg per day 
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Fig 1—Hemoglobin levels In cnee 1, n boy of 7 

Side-effects in both children so far have been slight acne, 
some flushing, and “ Cushmg ” appearance, and both have 
developed pubic hair In addition, the boy has shown some 
enlargement of the external gcmtals They both feel very well, 
have large appetites, and arc no longer easily fatigued 

Because of the Cushmg effects the dose of prednisone has 
been reduced to 5 mg daily in each case and there has been 
some decrease in the children’s weights In view of the genital 
overgrowth in the boy, it may be desirable to reduce the dose 
of methyl testosterone, but for the present it is being kept at 
the startmg level 

The results, espcaally m the girl, seem pronusing, 
but more than this cannot yet be claimed According to 
Shahidi and Diamond,^ therapy will have to be con¬ 
tinued for at least another 6 months, and it remains to be 
seen whether the improvement will thereafter be main¬ 
tained without treatment It is not yet known whether 
further courses of the drugs are necessary or not This 
will depend on follow-up studies of pcnpheral blood and 
bone-marrow 

The future may show that complete recovery is some¬ 
times possible from this hitherto fatal disease 
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Addendum —^At the end of June, 1960, these children had 
been under treatment for 6 months, and m each case the htemo- 
globm was over 13 g per 100 mL Bone-marrow acnvitv was 
likewise satisfaaorv In view of the good response to treat¬ 
ment, both drugs have been reduced m amount, and it is 
mtended to discontinue therapy m a month or tvu The 
blood-picture will thereafter be watched. 


Thanks are tendered to Prof F J Fo'd for advice and Dr J G 
Barger, superintendent of Groote Schuur Hospital, for permission 
to pubbsh this reixirt, which is based on a paper presented to the 
4th Congress of the South A&ican Pffidiatnc Assomnoa in Cape 
Town on April 4, 1960 


D-paiunent of Child Health, 
Uni-emtv of Cape Town, and 
Gwxj e Schuur Hospital, 
ObstrratOT, Cape Town. 


Robert McDoniLd 


POSTPARTUM PRE-ECLAMPSIA 
Sm,—^Ma> I congratulate Fhght-Lieutenant McFadv en 
on observing and describing the phenomena recorded as 
“ postpartum pre-eclampsia ” m your issue of Not 5 ^ 
He will forgive me for pomtmg out that I dia mention 
that such events do occur on pp 164 and 243 of mv book. 
The Pregnancy Toxaamas, and for the first time in tour 
columns m 1932 ^ 

Would It not be wiser to attribute aU the “ eclampsias ” 
to disturbances m one or more of the homceostaQc 
mechamsms rather than postulate a smgle cause for one 
or all of them ^ 

B-adfpuL G \v Theobald 

peritoneal splash a physical sign 

Sir,—T he letters b> Mr Lane Roberts (Sept 24) and 
Mr Smiddy (Oct 15) mterested me, partirularh because 
I have found it useful to try to ehat the presence of fluid 
in doubtful perforation 

My custom m such doubtful cases is to auscultate the 
abdomen for bowel soimds, and the patient is ashed to 
®iiigh If there is fluid and air in the abdomen then a 
double sound is heard as the wave of fluid is displaced by 
oontracuon of the diaphragm. The nearest English 
squnalent I can suggest is “ tch-tch.” When this is heard 
One can be confident that there is air and fluid in the 
abdomen, but it is not heard m every case, pamcularlv in 
perforation when there may be httle fluid 
IVcyaoathaadDinnctHoipitaL J JEWERS 

PULLED SHORT EXTENSORS 
Sir,—I should like to describe briefly a new differential 
^gnosis of twisted anHe or foot—“ pulled short 
astensors ” 

Since most panents have heard of twisted ankles many 
^ve m the casualty department with a history of havmg fallen 
and twisted their ankle. So severe is the initial pam that 
arrive m the casualty consultmg-room m a wheel-chair 
_ ^ injury can happen at any age. In the cases I ^ve 
wDewed the age-range is 11 to 64 years Nearly 25 % of all foot 
5 mjunes m the period May to December, 1959, were 
this ChmcaJ examination shows considerable swelling 

at the dorsum of the foot near the origin of the extensor 
brens No swellmg of the ankle-jomt is seen or 
and there is no tenderness o\ er the styloid process of 
™ 5th metatarsal bone. Radiographic findings are motive. 
- patient had ruptured short extensors associated with a 
'tnre of the sustentaculum tab 

^ cold compress of lono plumbi or salme is applied, and on 
caw mjury the patient rests at home. Seen in 

~^ty again on the third day after mjury, they have^ 
ared and are discharged—m contrast with the ankle 
*”“ 11 , which may require treatment for two weeks or more 
-52£i2«^HosintaL K A. TAYLOH- 


SPONTANEOUS FRACTURE OF THE FIBULA 


Sir,—^M r Maudsley (Nov 5) has, I think, over¬ 
simplified the esplananon of “ fatigue ” ffactures both 
m the fibula and in genera] 

First, m the fibula, these fractures occur m infants, 
children, adolescents, young adults, and in middle age 
Secondiv, I do not feel it is right to compare fatigue m 
hving bone to faDgue that occurs in other matenals, such 
as metal Undoubtedly a dead bone wiU suffer fangue, 
but we have no good evidence that true fangue occurs in 
normal healtnv hvmg bone 

It IS therefore presupposing the pathological changes to 
taU these lesions faDgue fractures and it is wiser, in mj 
opinion, to call them stress fractures 


Strr^ Fraenire Bi-icau 
Aliddlcsex Hosp tal, 
London ^ 1 


M B Devas 


MODERN CLINICAL BIOCHEhUSTRY* 

Sm,—^Dr Osborn’s letter (Nov 5) is the best argument 
that has yet been put forward for the estabhshment of 
independent biochemistrv departments (xintroUed bv 
qualified saenusts 

His views are no more than we can expect from one who 
admits that he is prepared to put the clock back for more than 
a centurv, but what a pitv it is that Virchow’s atntude of 1855 
should snll dominate the minds of some pathologists Ehrlich 
was a great man, and amongst his numerous claims to fame 
stands the fact that he was the founder of chemotherapy, 
which IS nbt the same as dmical biochemistrv And what 
Tolstov wrote in his Tales of 1903 is httle to the pomt m a 
discussion on Modem Chmeal Biochemistry If Dr Osbom 
would care to read somethmg rather more recent, I would 
recommend the amcle m Chmeal Chemstry last month bv 
Prof J G Reinhold enntled The Professional Status of 
Chmeal Chemists If he smdies this exceBent address, he mav 
reahse that there may be more than one side to a question 

■'K’hen Dr Osbom ranks the biochemist equally wath the 
semor techmaan m the other subjects, he certainly does shock 
me, but he does not surpnse me Many pathologists hold this 
view, but at least it is somethmg of an improvement on Pro¬ 
fessor Cappell’s desenpDon of biochemists as “ other workers 
not medic^v quahfied ” and ev erv httle helps A htde plam 
wntmg does a world of good, and Dr Osborn’s contribution 
must have opened quite a fen eyes Indeed, it is questionable 
whether he or I will do more on behalf of chmeal biochemistry 
m Its efforts to free itself firom the pathological mentahty of 
last century 

In reply to Dr Pinkerton (Nov 5) I would say that if he, or 
anyone else, snU beheves that I have overstated the case, surely 
Dr Osborn’s letter will convince him that the case has been 
severely urderstated Why should Dr Pinkerton think it 
“ patently absurd ” that each large hospital should have an 
mdependent biochemistry department 5 Alany large hospitals 
m Edmburgh, Glasgow, and elsewhere have mdependent 
biochemistry departments and thev maintain a high standard 
of work Such departments have the great advantage that 
chmaans can approach the biochemist directly on any bio¬ 
chemical problem without the mterv ennon of the pathologist, 
and vice V ersa. It is a svstem which works with the minimuTn 
of trouble and might be copied elsewhere with considerable 
advantage 

I have neither said nor imphed that the biochemist should 
“ go It alone ” or work m a “ watemght ” department, and 
I know of no professional cluneal biochermst who would sup¬ 
port such an idea The modem chmeal biochermst works m 
the closest cooperaDon wnth all chmeal imits bv contributmg 
his share of speaahsed work directly to the clmiaan m charge 
of the pauent. The clmiaan, and the chmciar a’one, is the one 
to dcade on matters of diagnosis and treatment. 

Dr Pinkerton’s leuer comes near to the suggesnon that 
has often been made recently—^that some new nomen- 
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acclimatised, who kept to their former doses of hydro¬ 
chlorothiazide 

For many years it has been known m this country—before 
the start of oral diuretic treatment—that regular mersalyl 
injecuons had to be stopped when the khamsecn blows (a 
hypotensive agent in itself) Doctors who know that patients 
on hypotensive drugs mtend gomg abroad should warn them 
to be careful in an unfamiliar climate 
Haifn Israel H W BrUNO 

TREATMENT OF FANCONI’S ANIEMIA 
Sir, —Interest in the treatment of this condition has 
been reawakened by a report ‘ of the use of a combinauon 
of testosterone and prednisone m aplastic anxmia m 
children The bone-marrow regenerated m 4 out of 5 
cases so treated, and 1 of these was a Fancom’s anxmia 
Later figures indicated moderate to full remission m 11 
out of 17 cases on this treatment 3 showed no response 
and 3 died m the early stages of treatment ° 

It was decided to try this treatment in Cape Town m 
a brother and sister wth Fancom’s anxmia The disease 
and Its occurrence m 5 children seen here has been 
described elsewhere ® 3 of the 5 patients were members 
of one family, which mcluded the 2 children and an 
elder sister who died of the disease m 1957 
Case 1 —^A boy, aged 7 years, was first seen by us m 
1959 and was found to have Fancom’s anamua The anxmia 
was not severe, but he had associated thrombocytopema and 
neutropenia with a hypocellular marrow and several congemtal 
defects Treatment wth methyl testosterone (25 mg daily) 
and prednisone (10 mg daily) began m January, 1960 After 
3 months hts hxmoglobin, though not showing a speaacular 
rise, was nevertheless mimtamed without transfusion durmg 
this tune He had previously had two transfusions over a period 
of 5 months (fig 1) He also had a platelet and a neutrophil 
response The platelets, which bad varied between 50,000 and 
70,000 per c mm , had risen to over 100,000 and his neutrophils 
from between 2% and 34% to 66% The previously hypo- 
cellular marrow showed considerable activity, particularly of 
red-cell precursors 

Case 2 —^A girl, 11 years old, first came to us a few months 
before her brother and the imual diagnosis was aplasuc anauma 
When the brother was seen and his congemtal defects observed, 
the girl was re-examined and found to have deficient thenar 
muscles on one hand as w ell as some pigmentauon which had 
not previously been appreciated Her penphcral blood showed 



1959 1960 

Flff 1—Haemoglobin levels In case 1, n boy of 7 

Side-effects m both children so far have been slight ncnc, 
some flushing, and “ Cushmg ” appearance, and both have 
developed pubic hair In addition, the boy has shown some 
enlargement of the external gemtals They both feel very well, 
have large appetites, and are no longer easily fatigued 

Because of the Cushmg effects the dose of prednisone has 
been reduced to 5 mg daily m each case and there has been 
some decrease m the children’s weights In view of the gemtal 
overgrowth in the boy, it may be desirable to reduce the dose 
of methyl testosterone, but for the present it is being kept at 
the starung level 

The results, espeaally m the girl, seem promising, 
but more than this cannot yet be claimed Accordmg to 
Shahidi and Diamond,' therapy tvill have to be con- 
tmued for at least another 6 months, and it remains to be 
seen whether the improvement will thereafter be main- 
tamed wthout treatment It is not yet known whether 
further courses of the drugs are necessary or not This 
will depend on follow-up studies of penphcral blood and 
bone-marrow 

The future may show that complete recovery is some¬ 
times possible from this hitherto fatal disease 


essenaally the same features as the boy, but to a 
greater degree She had several marrow aspirauons 
and one trephine of the iliac crest, and all showed 
very defective marrow activity She required four 
transfusions at mtcrvals of approximately 2 
months 

Treatment also began m January, 1960—predm- 
sone (10 mg per daj) and methyl testosterone 
(50 mg per day, 2 mg per kg per day m each 
child) 3 months later (April 1, 1960) her haano- 
globm had nsen from 9 8 g to 13 1 g per 100 ml 
and she had needed no transfusions durmg this tunc 
(fig 2) Her bone-marrow also showed erythro- 
poieuc activnty and both platelets and neutrophils 
w ere rising from their prevnously low levels 

In Shahidi and Diamond’s patients the first 
response was always in the red-cell senes and 
the other blood elements showed signs of 
regcncrauon later It was usually 2-3 months 
before benefit was seen, so that m our cases we 
may find a further increase m platelets and 
neutrophils later 

1 Shihidi S T, Dt»tncmd L. K J Du Chid 
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2 Dumond L. K Pmcnil comniunjcaticm, 1959 
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Addendum —At the end of June, 1960j these children had 
been under treatment for 6 months^ and m each case the hsemo- 
globm was over 13 g per 100 ml Bone-marrow acnvity was 
likewise satisfactory In view of the good response to treat¬ 
ment, both drugs have been reduced m amoimt, and it is 
mtended to discontmue therapy m a month or two The 
blood-picture wall thereafter be watched. 

Thanks are tendered to Prof F J Ford for advice and Dr J G 
Burger, superintendent of Groote Schuur Hospital, for permission 
to publish this report, which is based on a paper presented to the 
4th Congress of the South African Psdiatnc As'oaanon m Cape 
Town on April 4, 1960 


Department of Child Health, 
UmvcT'ity of Cape Town, and 
Groote Schuur Hospitm 
Observatory, Cape Town 


Robert McDonald 


POSTPARTUM PRE-ECLAMPSIA 
Sm,—^May I congratulate Fhght-Lieutenant McFadjen 
on observmg and descnbing the phenomena recorded as 
“ postpartum pre-edampsia ” m your issue of Not 5 ’ 
He will forgive me for pomtmg out that I did menoon 
that such events do occur on pp 164 and 243 of mt book. 
The Pregnancy Toxeennas, and for the first time m j our 
col umns m 1932 ^ 

Would it not be wiser to attribute all the “ eclampsias ” 
to disturbances m one or more of the homocostaoc 
mechanisms rather than postulate a smgle cause for one 
or all of them ^ 

Bedford. G W Theobald 

PERITONEAL SPLASH A PHYSICAL SIGN 
Sir,—T he letters by Mr l.ane Roberts (Sept 24) and 
Mr Smiddy (Oct 15) mterested me, particularly because 
I have found it useful to try to ehat the presence of fluid 
m douhtful perforaaon. 

My custom m such doubtful cases is to auscultate the 
abdomen for bowel sounds, and the paaent is asked to 
cough. If there is flmd and air m the abdomen then a 
double soimd is heard as the wave of flmd is displaced by 
contraction of the diaphragm The nearest Enghsh 
equivalent I ran suggest is “ tch-tch.” When this is heard 
one can be confident that there is air and flmd m the 
abdomen, but it is not heard m every case, particularly m 
early perforaQon when there may be httle flmd 

■Weymomh and Dmnct Hospital J JEWERS 

PLILLED SHORT EXTENSORS 
Sir,— should like to desenbe briefly a new differential 
diagnosis of twisted ankle or foot—“ pulled short 
extensors ” 

Smee most patients have heard of twisted ankles many 
ernve m the casualty department with a history of havmg fallen 
end twisted their ankle. So severe is the imnal pam that 
arrive m the casualty consultmg-room m a wheel-chair 
The mjury can happen at any age. In the cases I have 
reviewed the age-range is 11 to 64 years Nearly 25% of all foot 
end ankle mjunes m the period May to December, 1959, were 
of this kmd. ClimcaJ examination shows considerable swelling 
^er the dorsum of the foot near the origin of the extensor 
digitorum brevis No swelling of the ankle-joint is seen or 
I^pable, and there is no tenderness over the styloid process of 
5th metatarsal bone Radiographic findings are negative, 
^e patient had ruptured short extensors associated with a 
™cture of the sustentaculum mli. 

A cold compress of lono plumbi or salme is apphed, and on 
•he first day of the mjury the patient rests at home. Seen m 
•^nalty agam on the third day after mjury, they have all 
recovered and are discharged—^m contrast with the ankle 
^tain, which may require treatment for two weeks or more. 
. Bedfofd Gtnml Wn.p.,.1 K A TAYLOR. 


SPONTANEOUS FRACTURE OF THE FIBULA 


Sir,—^M r Maudsley (Nov 5) has, I think, over¬ 
simplified the explanation of “ fatigue ” jfractures both 
m the fibula and m general 

First, m the fibula, these fractures occur m infants, 
children, adolescents, joung adults, and m middle age 
Secondly, I do not feel it is right to compare fatigue m 
living bone to fatigue that occurs m other materials, such 
as metal Undoubtedly a dead bone wiU suffer faague, 
but we have no good evidence that true fangue occurs m 
normal healthy hvmg bone 

It IS therefore presupposing the pathological changes to 
call these lesions fatigue fiactures and it is wiser, m my 
opinion, to call them stress fractures 


Stress Fracture Bureau, 
.Middlesex Hospital, 
London W 1 


M B Devas 


MODERN CLINICAL BIOCHEMISTRY 

Sir,—^D r Osborn’s letter (Nov 5) is the best argument 
that has yet been put forward for the estabhshment of 
mdependent biochemistry departments controlled by 
qualified saennsts 

His views are no more than we can expect ffom one who 
admits that he is prepared to put the clock back for more than 
a century, but what a pity it is that Virchow’s attitude of 1855 
should still dominate ie min ds of some pathologists Ehrhch 
was a great man, and amongst his numerous claims to fame 
stands the fact that he was the founder of chemotherapy, 
which IS nbt the same as dimcal biochemistrj And what 
Tolstoy wrote m his Tales of 1903 is httle to the pomt m a 
discussion on Modem Gimii-al Biochemistry If Dr Osbom 
would care to read something rather more recent, I would 
recommend the amde m Chmeal Ckernistry last month by 
Prof J G Remhold entitled The Professional Status of 
Clmical Chemists If he studies this excellent address, he mav 
reahse that there may be more than one side to a quesnon 

When Dr Osbom ranks the biochenust equally with the 
semor technician m the other subjects, he certainly does shock 
me, but he does not surpnse me Alany pathologists hold this 
view, but at least it is something of an improvement on Pro¬ 
fessor Cappell’s desenpnon of biochemists as “ other workers 
not medically qualified ” and every httle helps A httle p lain 
wntmg does a world of good, and Dr Osborn’s contribution 
must have opened quite a few eyes Indeed, it is questionable 
whether he or I will do more on behalf of clinical biochemistry 
m Its efforts to &ee itself fixim the pathological mentahty of 
last century 

In reply to Dr Pinkerton (Nov 5) I would say that if he, or 
anyone else, stdl beheves that I have overstated the case, surely 
Dr Osborn’s letter wiU convmce him that the case has been 
severely understated Why should Dr Pinkerton think it 
" patendy absurd ” that each large hospital should have an 
mdependent biochemistry department'^ Many large hospitals 
m Edmburgh, Glasgow, and elsewhere have mdependent 
biochemistry departments and they m aintain a high standard 
of work. Such departments have the great advantage that 
dimcians can approach the biochemist direcfly on any bio- 
cheimcal problem without the mtervennon of the pathologist, 
and vice versa It is a system which works with the minimum 
of trouble and might be copied elsewhere with considerable 
advantage 

I have neither said nor imphed that the biochemist should 
“ go It alone ” or vrork in a “ watemght ” department, and 
1 know of no professional clinical biochemist who would sup¬ 
port such an idea. The modem clmical biochemist works m 
die closest cooperation with all dmical umts by contributmg 
his share of speaahscd work directly to the clini cian m charge 
of the patient. The chniaan, and the climcian alone, is the one 
to decide on matters of diagnosis and treatment. 

Dr Pinkerton’s letter comes near to the suggestion that 
has often been made recently—that some new nomen- 
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acclimatised, who kept to their former doses of hydro¬ 
chlorothiazide 

For many years it has been known m this country—before 
the start of oral diurenc treatment—that regular mersalyl 
injecuons had to be stopped when the khamseen blows (a 
hypotensive agent in itself) Doaors who know that panents 
on hypotensive drugs intend gomg abroad should warn them 
to be careful in an unfamihar climate 
Haifa Israel H W BRUNO 

TREATMENT OF FANCONl’S ANAEMIA 
Sir,—^I nterest m the treatment of this condiuon has 
been reawakened by a report' of the use of a combination 
of testosterone and predmsone m aplastic antenua m 
children The bone-marrow regenerated m 4 out of 5 
cases so treated, and 1 of these was a Fancom’s anaemia 
Later figures mdicated moderate to full remission in H 
out of 17 cases on this treatment 3 showed no response 
and 3 died m the early stages of treatment ^ 

It was decided to try this treatment m Cape Town m 
a brother and sister ivith Fancom’s anaerma The disease 
and Its occurrence m 5 children seen here has been 
descnbed elsewhere “ 3 of the 5 patients were members 
of one family, which included the 2 children and an 
elder sister who died of the disease m 1957 
Case 1 —A boy, aged 7 years, was first seen by us m 
1959 and was found to have Fancom’s anaimia The anasmia 
was not severe, but he had associated thrombocytopema and 
neutropenia with a hypocellular marrow and several congemtal 
defects Treatment with methyl testosterone (25 mg daily) 
and prednisone (10 mg daily) began m January, 1960 After 
3 months his haanoglobm, Aough not showmg a speaacular 
rise, was nevertheless mamtamed without transfusion durmg 
this time He had previously had two transfusions over a period 
of 5 months (fig 1) He also had a platelet and a neutrophil 
response The platelets, which had vaned between 50,000 and 
70,000 per c mm , had risen to over 100,000 and his neutrophils 
from between 2% and 34% to 66% The previously hypo- 
cellular marrow showed considerable activity, particularly of 
red-cell precursors 

Case 2 —A girl, 11 years old, first came to us a few months 
before her brother and the imtial diagnosis was aplastic anaunia 
When the brother \\ as seen and his congemtal defcas observed, 
the girl ivas re-examined and found to have deficient thenar 
muscles on one hand as well as some pigmentation which had 



July Aug Sept Oct Nov Dec Jon Feb Mar April 
1959 I960 

Fig t— Hoemoglobln levels In case 1, a boy of 7 


Side-effectS m both children so far have been slight acne, 
some flushing, and “ Cushing ” appearance, and both haie 
developed pubic hair In addition, the boy has shown some 
enlargement of the external gemtals They botli feel very well, 
have large appetites, and are no longer easily faugued 

Because of the Cushmg effects the dose of prednisone has 
been reduced to 5 mg daily m each case and there has been 
some decrease m the children’s weights In view of the genital 
overgrowth m the boy, it may be desirable to reduce the dose 
of methyl testosterone, but for the present it is being kept at 
the starting level 

The results, espcaally in the gtrl, seem promising, 
but more than this cannot yet be claimed According to 
Shahidi and Diamond,* therapy will have to be con- 
tmued for at least another 6 months, and it remains to be 
seen whether the improvement will thereafter be mam- 
tamed without treatment It is not yet known whether 
further courses of the drugs are necessary or not This 
will depend on follow-up studies of penphcral blood and 
bone-marrow 

The future may show that complete recovery is some- 


not previously been appreaated Her peripheral blood showed 

essentially the same features as the boy, but to a 

greater degree She had several marrow aspirations 

and one trephme of the iliac crest, and all showed 

very defecuve marrow activity She required four 

transfusions at intervals of approximately 2 

months 

Treatment also began in January, I960—predni¬ 
sone (10 mg per day) and methyl testosterone 
(50 mg per day, 2 mg per kg per day m each 
child) 3 months later (April 1, 1960) her hremo- 
globin had nsen from 9 8 g to 13 1 g per 100 ml 
and she had needed no transfusions dunng this time 
(fig 2) Her bone-marrow also showed crythro- 
poicuc activity and both platelets and neutrophils 
were nsmg from their previously low levels 

In Shahidi and Diamond’s patients the first 
response was always in the rcd-ccU senes and 
the other blood elements showed signs of 
regeneration later It was usually 2-3 months 
before benefit was seen, so that in our cases we 
may find a further increase m platelets and 
neutrophils later 


times possible from this hitherto fatal disease 


1 Shihidi N T Dutnond L. K AMul J Du Chid 

IPSO 93 293 

2 Diamond L, K Pcnon*l commumcancm, 1959 

3 McDomld R Goldschmidt B L Ardi Dis CMdh 
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Addendum —^At the end of June, 1960, these children had 
been under treatment for 6 months, and m each case the hscmo- 
globin was over 13 g per 100 ml Bone-marrov; acuvirv was 
likewise satisfactory In view of the good response to treat¬ 
ment, both drugs have been reduced m amount, and it is 
mtended to discontmue therapy m a month or two The 
blood-picture wiU thereafter be watched 
Tcanks are tendered to Prof F J Ford for advice and Dr J G 
Beijer, superintendent of Groote Schuur Hospital, for permission 
to publish this report, which is based on a paper presented to the 
4th Congress of the South Afncan Psdiamc Assoaauon m Cape 
Town on April 4, 1960 


Depamaent of Child Health 
University of Cape Town, and 
Groote Sdiuur Hospit^, 
Observatory, Cape Town. 


Robert McDonald 


POSTPARTUM PRE-ECLAMPSIA 

Sir,—^M ay I congratulate Fhght-Lieutenant McFadven 
on observmg and describing the phenomena recorded as 
“ postpartum pre-edampsia ” in your issue of Not 5 
He will forgive me for pomtmg out that 1 did mention 
that such events do occur on pp 164 and 243 of mt book. 
The Pregnancy Toxesmtas, and for the first time m j our 
columns m 1932 ^ 

Would It not be wiser to attribute all the “ eclampsias ” 
to disturbances m one or more of the homcEOStatic 
mechanisms rather than postulate a single cause for one 
or all of them’ 

B-adford. G W Theobald 


PERITONEAL SPLASH A PHYSICAL SIGN 
Sir,—T he letters by Mr Lane Roberts (Sept 24) and 
Mr Smiddy (Oct. 15) mterested me, pamcularlj because 
I have found it useful to try to ehat the presence of fluid 
m doubtful perforation 

My custom m such doubtful cases is to auscultate the 
abdomen for bowel sounds, and the patient is asked to 
cough If there is fluid and air in the abdomen then a 
double sound is heard as the wave of fluid is displaced by 
contracuon of the diaphragm The nearest Enghsh 
equivalent I ran suggest is “ tch-tch ” When this is heard 
one can be confident that there is air and fluid m the 
abdomen, but it is not heard m every case, particularly m 
early perforation when there may be httle fluid 

Weymonth and Divtnct Hospital J JEWERS 

PULLED SHORT EXTENSORS 
Sir,—^I should like to describe briefly a new difierential 
diagnosis of twisted ankle or foot—“ pulled short 
extensors ” 

Since most patients have heard of twisted ankles man y 
amve m the casualty department with a history of havmg f all e n 
and twisted their ankle. So severe is the uunal pain that 
®any arrive m the casualty consultnag-room in a wheel-chair 
The injury ran happen at any age. In the cases I have 
reviewed the age-range is 11 to 64 years Nearly 25 % of all foot 
snd ankle mjunes m the penod May to December, 1959, were 
of this kmd. ChmcaJ examnanon shows considerable swelhng 
Wer the dorsum of the foot near the origm of the extensor 
diptomm brevis No swelling of the ankle-joint is seen or 
P^pable, and there is no tenderness over the styloid process of 
™ 5th metatarsal bone. Radiographic findings are negauve. 
^0 patient had ruptured short extensors assoaated with a 
* 4 **^ of the sustentaculum tab 

, ^ oold compress of louo plumbi or s alin e is apphed, and on 
0 first day of the mjury the patient rests at home. Seen in 
“roalty again on the third day after mjury, they have all 
^^^^ored and are discharged—^m contrast with the ankle 
tptam, which may require treatment for two weeks or more. 
_Bedfo-d Gtnml Hr..p.t.,i K A. TAYLOR. 


SPONTANEOUS FRACTURE OF THE FIBULA 


Sir,—^M r Maudsley (Nov 5) has, I think, over¬ 
simplified the explanaoon of “ fatigue ” firactures both 
m the fibula and in general 

First, m the fibula, these fractures occur m infants, 
children, adolescents, young adults, and m middle age 
Secondly, I do not feel it is right to compare fatigue m 
hving bone to fangue that occurs m other matenals, such 
as metal Undoubtedly a dead bone will suffer fatigue, 
but we have no good evidence that true faogue occurs m 
normal healthy hvmg bone 

It IS therefore presupposmg the pathological changes to 
call these lesions fatigue fimetures and it is wiser, m my 
opmion, to call them stress fractures 


Stress Fracture Bureau, 
T^liddlesex Hospital, 
London, 1 


M B Devas 


MODERN CLINICAL BIOCHEAHSIRY 
Sir,—D r Osborn’s letter (Not 5) is the best argument 
that has yet been put forward for the estabhshment of 
mdependent biochemistry' departments controlled by 
qualified saentists 

His views are no more than we can expect from one who 
a dmi ts that he is prepared to put the clock back for more than 
a centurv, but what a pity it is that Virchow’s amtude of 1855 
should stdl donunate the min ds of some pathologists Ehrhch 
was a great man, and amongst his numerous claims to fame 
stands the fact that he was the founder of chemotherapy, 
which is nbt the same as clinical biochemistry And what 
Tolstoy wrote m his Tales of 1903 is httle to the pomt m a 
discussion on Modem Clmical Biochenustry If Dr Osbom 
would care to read something rather more recent, I would 
recommend the amcle in ChmcaJ Chemtstry last month by 
Prof J G Reinhold entitled The Professional Status of 
Clinical Chemists If he studies this excellent address, he may 
reahse that there may be more than one side to a question 
When Dr Osbom ranks the biochermst equally with the 
semor techmcian m the other subjects, he certainly does shock 
me, but he does not surprise me Aiany pathologists hold this 
view, but at least it is somethmg of an improvement on Pro¬ 
fessor Cappell’s desenpnon of biochemists as “ other workers 
not medically qualified ” and every httle helps A httle plam 
wntmg does a world of good, and Dr Osborn’s contribution 
must have opened qmte a few eyes Indeed, it is questionable 
whether he or I will do more on behalf of dmical biochemistry 
m Its efforts to ftee itself firom the pathological mentahty of 
last century 

In reply to Dr Pinkerton (Nov 5) I would say that if he, or 
anyone else, still beheves that I have overstated Ae case, surely 
Dr Osborn’s letter will convmce him that the case has been 
severely understated Why should Dr Pinkerton think it 
patently absurd ” that each large hospital should have an 
mdependent biochemistry department’ Many large hospitals 
m Edmburgh, Glasgow, and elsewhere have mdependent 
biochemistry departments and they mamtam a high standard 
of work. Such departments have the great advantage that 
clinicians can approach the biochemist directly on any bio¬ 
chemical problem without the mterv ention of the pathologist, 
and vice versa It is a system which wnrks with the mimmiim 
of trouble and might be copied elsewhere with considerable 
advantage 

I have neither said nor imphed that the biochermst should 
“ go It alone ” or work m a “ watemght ” department, and 
I know of no professional clmical biochemist who would sup¬ 
port such an idea The modem clmical biochemist works m 
the closest cooperanon with all clmical umts by contnbutmg 
his share of speaahsed work directly to the cimiaan m Charge 
of the patient The cimiaan, and the climaan alone, is the one 
to deade on matters of diagnosis and treatment. 

Dr Pinkerton’s letter comes near to the suggestion that 
has often been made recently—^that some new nomen- 
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clature is sadly needed It would appear that “ Patho¬ 
logy ” has at least three different meanings 

(1) Pathology in the academic sense of morbid anatomy plus 
morbid histology which, whatever its failmgs as a definiuon, ensures 
that we know what we are talking about 

(2) The pathology which not only includes the above, but which 
also has dommion over other, quite separate, subject', such as bio¬ 
chemistry This may have been a good thing at the start of the 
century but it is hopelessly out of date today 

(3) The pathology which claims to be the study of disease and to 
cov er all aspects of ‘ medicine ” as w ell as many of the sciences Such 
an omnibus definition w ould have no real meaning 


A little clarification would save a good deal of ill-feeling 
But pathologists should beware of the term “ integra¬ 
tion ” Far too often this mathematical term is apt to be 
confused with the expression “ empire building ” and 
does not inspire confidence 


Department of Biochemistry, 
Western Infirmary, 
Glasgov.} W 1 


E B Hendry 


Sir,—M ay an obscure, humble, and wholly incom¬ 
petent non-medical biochemist express grateful thanks to 
Dr Hendry (Oct 29) and Dr Woolf (Nov 12) for helping 
to bamsh the gloom induced by the Protocols of Professor 
Cappell (Oct 15)’ Indeed, Dr Woolf’s comments are so 
idenncal with my own that I feel we must be in telepathic 
contact 

I do not feel, however, that giving high-cahbre saentists 
the privilege of ordering their own equipment or appomt- 
ing their own staff (as enjoyed by, say, pharmacists or 
almoners) will attract them into the hospitals They will 
sull have to contend with medically sycophantic nurses and 
admmistrators and will be either treated with contempt as 
irresponsible schoolboys or patronised as talented court 
jesters The stigma of being “ non-medical ” will never 
be eradicated, and it will be better for this country if its 
first-class brains are used in the cause of economic 
survival rather than frittered away on the triviahties of 
modem chmcal biochemistry as practised in hospitals 
today 

Swanita E B LoVE 


and been replaced by the pattern of anterior septal infarction 
deep Q waves m V„ V., V, with dome-shaped st segments and 
negauve coronary T waves Further ecg tracings revealed 
the usual dynamics of myocardial infarction The paucnt was 
given digitahs and diuretics for the pulmonary ccdcma, but 
otherwise she recovered from her attack without specific 
treatment 

She remamed under our observation because of repeated 
precordial pams which gradually disappeared The laboratory 
findings returned to normal the blood-pressure fell to 100/70, 
the erythrocyte-sedimentauon rate to 20/40, and the serum- 
cholesterol to 192 mg per 100 ml The liver dimmished in 
si 2 e Further X-rays of the lungs and hean, barium meal, and 
mtravenous pyelogram were normal She has since resumed 
her activities as a housewife 


Not only is this one of the rare cases of myocardial 
infarcuon m the puerperium, but it is also rare to find 
myocardial infarction in a Yememte woman During the 
past ten years we have seen in this department 1063 
cases of myocardial mfarction (835 men and 228 women), 
but never before in a woman in the puerperium or in a 
Yememte woman before the menopause The inadcnce 
of myocardial infarcDon is generally very low in 
Yememte Jews, the disease bemg practically unknown 
among those Yememtes who came to Israel since 1949 
Brunner et al and Toor et al “ compared the scrum- 
hpid levels of the different commumties in Israel and 
found very low cholesterol levels m those who came to 
Israel from Yemen recently According to Toor et al 
the mean total serum-cholesterol for Yememte women 
of the age of our patient (35-44) is 172 ± 26 mg per 
100 ml It IS sigmficant then that our pauent had a high 
serum-cholesterol level of 292-312 mg per 100 ml at the 
time of her attack, which fell to 192 after her recovery 
All our attempts to find one of the unusual causes of 
myocardial infarction in this case were unsuccessful This 
was probably therefore an “ atherogemc ” occlusion of 
a coronary artery 


Department of Internal Mcdiane A, 
Rambam Government Hospital, 
Haifa, Israel 


Harry Bassan 
Joseph K Kaftori 
Yaakow Kogan 


MYOCARDIAL INFARCTION DURING PREGNANCY 
AND PUERPERIUM 

Sir,—^W e were very mterested m the paper of Sept 3 
by Dr Watson and his colleagues and should like to add 
an unusual case of our own 
A 35-year-old Jewish Yemenite woman, 11 years m Israel, 
mother of 7 children, w-as admitted to our department in 
February, 1960, because of dyspnoea and cough She had been 
pregnant 12 times, aborted 3 umes, and 2 of her children had 
died while m Yemen She had never been ill or suffered chest 
pain before Thirty days before admission she had given birth 
at term to a normal infant, there had been slight swelling of the 
feet durmg her pregnancy but otherwase it had been normal 
She had been well until the night before admission when 
she aw oke wath a feehng of oppression m the chest and breath¬ 
lessness 

We found an anxious, pale, and cyamosed woman wath 
pulmonary oedema Her pulse vvns regular at 120 per mm , a 
systolic murmur grade l-ii was heard over the precordium, 
and the liver was enlarged 3 cm beneath the costal margin 
Her blood-pressure was 125/100 mm Hg, the crythrocyac- 
sedimentanon rate was 75/110, the V D R L flocculanon test 
was negative, total serum-idiolcstcrol 292-312 mg per 100 ml, 
serum-proteins withm normal range An X-ray of the chest 
confirmed the pulmonary oedema 

The clcctrocardiogTam on admission showed an mcompictc 
left bvmdle-branch block E Cg tiaemgs during the follovvmg 
davs showed that the left bundle-branch block had disappeared 


CHRISTMAS GIFTS FUND APPEAL 


Sir,—I should hke to remind your readers who have 
not yet responded to the chairman’s appeal that it is our 
tnistom to distribute the gifts some days before Christmas 
I hope all who can will send their contributions marked 
“ Christmas Gifts ” to the Royal Medical Benevolent 
Fund, 37, St George’s Road, Wimbledon, London, 
S W 19, as soon as possible 

Geoffrey H Bateman 


Honorary Treasurer, 
Ro>al Medical Bcne\oIcnt Fund 


LOOKING AFTER NURSES’ CHILDREN 
Dr N F CoGHiLL, chairman of the West Middlesex 
Hospital medical committee, writes 

" Many hospitals short of nurses employ married nurses 
part-time and find them a great help Such nurses can more 
easily return to hospital work if their children arc satisfaaonly 
cared for dunng the day We have been thinking of starting a 
crcchc-cum-nursery-school at the West Middlesex Hospn » 
Islcworth, for the children of marned trained nurses I wou 
be most grateful to hear from anyone who has had experience 
of such a scheme and its difficulties ” 


Drc^diisj, F Arrer Heart J 1953 45 749 — , t 4*? 1 

Brunner, D , LocbeI,K., I ijcher M Schick, G Hcrefuah 1955 « 
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Judicial Corporal Pimishraent 
Because mere seemed to be considerable supjxsrt m the 
conntrv and m Parliament for the remtroduction of corporal 
punishment as a )udiaal penaltv, the Home Secretarv at the 
begmnmg of this year asked his Advisorv Council on the Treat¬ 
ment of Offenders to consider vrhether there were anv grounds 
for domg so Corporal punishment was abohshed m 1948 and 
It was suggested that a review of the matter was desirable m the 
hght of post-war trends m crime and of current opmion m the 
treatment of offenders In their report^^ published this week, 
the Council adtmt that at the outset of their mquirv some of 
their number felt that the remtroduction of this form of punish¬ 
ment mi^t be justified as a means of checkmg the growth of 
crime m general and of hoohgamsm m particular But after 
considermg all the evidence pul before them they had unanim¬ 
ously come to the conclusion that “ corporal punishment should 
not be remtroduced as a judiaal penalty m respect of any 
categones of offence or of offenders ” 

■lliev found that there was a cleavage of opimon not only 
among the general pnbhc but also among people of knowledge 
and espenence, whether the penaltv should be remtroduced or 
not and also great divergence of views on such aspects of the 
problem as the offences for which it should be imposed and the 
groups of offenders to whom it should be admimstered. 
Though aU adrmtted that it would be a retrograde step, the 
Council thought that it was not geneiallv realised how retro¬ 
gressive It would be Corporal punishment was onl\ abohshed 
m 1948, but between 1861 and 1948 it was m fact onlv available 
for adults for robbery with violence To remtroduce it, as some 
proposed, for all offences of violence against the person, m 
parucular those committed bv young boohgans, would mean 
" puttmg the dock back not twelve rears but a hundred rears ” 
The ^uncil also pomt out tbat we are the only countrv 
which demands its remtroducaon, and that to do so would 
damage our reputation as pioneers of enhghtened methods of 
penal treatment Nor do the Council beheve that there is anv 
assurance that its remtroduction would substanuaUv reduce 
crime They have found no evidence tbar it is an espeaaUv 
effeeme deterrent either to those who have received it or to 
others Though, like many forms of drastic and severe punish¬ 
ment which have been abohshed “ as affrontmg the consaence 
of a civilised community ”, it would deter a few, the Coundi 
are not satisfied that the numbers would jusnfr a form of 
pu nishm ent with so mans disadvantages, wluch is not m tune 
with modem penal methods, and which would mflitate against 
the success of reformative treatment. 

Many of the new methods introduced tmder the 1948 Act 
have not vet been fullv tried and are likdy to greatlv devdop m 
the future, when, for example, more detention centres have been 
opened. In the Council’s view it is, therefore, too soon to 
condude that these methods are inadequate The Council also 
found that practical difficulties and objections, especially the 
inevitable ddav between the commission of the offence and the 
luflicnon of the punishment, strengthen the case against 
judicial corporal punishment. Their condusions will, they 
^^oalise, be more readflv accepted if altemanve methods of 
dieckmg crime are mtroduced, and, thou^ it was not part of 
their task to suggest such measures, thev mentioa that they 
were impressed bv the arguments of many of their wimesses 
that the greatest deterrent ts not fear of punishment but cer- 
lAmtv of detection This, thev pomt out, ran only be achieved 
bv a fully staffed and efficient pohee force m all areas They also 
noted a widespread feelmg that the courts sometimes seemed to 
d»I Eurpnsmgly leiucnily with offenders convicted, often not 
for the first tunc, of offences of violence Though the Council 
realise that there mav often be good reasons for this, they 
suggest that there are cases m which ” a severe and exemplary 
piinishinent is often salutary ” Thev consider that the courts 
^ireadv have adequate pow ers to meet this need. They end 
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their report with the hope that their own recent recommenda¬ 
tions for the treatment of voung offenders - will be implemented 
before long Thev are convinced that these and the methods 
contemplated by the 1948 Act are likelv to prove “ more effec¬ 
tive m the long run than neganve methods such as corporal 
punishment ” 

Finances of Scientific Societies 

In the debate on scientific pohev m the House of Lords on 
Nov 9 Lord Adrlan' drew attention to an unexpected, and 
perhaps unmtentional, difficultv which mdependent saenufic 
soaenes may soon have to face Because of a proposed change 
m the wav thev are rated, the help thev get finm the State mav 
be reduced. 

Progress m both pure and apphed saeuce, he beheved, was 
immenselv helped bv all these mdependent bodies that had 
grown up, some to encourage pamcular branches of saence, 
like the Ciemical Soacty or the Geological Societv, and some 
to encourage saence in general, like me Royal Soaetv and the 
Bnash Assoaanon. Thev bad been the mam forum for the 
interchange of ideas Thev had meetmgs and libranes The 
Royal Soaety of Medicme, for instance, had the best medical 
hbrarv on this side of the Atlantic. Thev pubhshed their own 
journals, and thev became the representanve bodies that 
rewarded merit and could be called on for advice Thev began, 
like most of our hospitals, supported entirely bv voluntary 
contributions, but for more than a hundred vears thev had been 
assisted by the State m the provision of buildmgs for some of 
them, bv exemption firom rates and recentiv bv grants for 
pubheanons It had been a thoroughlv Bntish arrangement. 
Thev had kept therr fireedom and mdependence, but the help 
they got firom the State made it possible for them to shoulder 
the much greater responsibihty thev had to face nowadavs when 
saence grows overmght. 

There was no senous complamt about the wav the arrange¬ 
ment had been workmg recently, or about the good will of the 
Government toward the saennfic soaenes, but they had lately 
become aware of a danger threatenmg their finances, and me 
finances of none of them were verv large Parr of the md which 
the State had given them had been m the form of exemption 
from rates, because the soaenes had come under the headmg 
of a special kmd of chanty But the system by which chanties 
were rated was full of mconsistenaes and need^ to be ndied up 
The Pritchard Committee had considered how to do the ndvmg 
np, and one of its proposals was that, in future, the soaenes 
which were now exempt ought to be made to pav half me full 
rateable value of their premises (The saennfic soaenes would 
not be the onlv sufferers, hut Lord Adnau admitted that he was 
leaving the Arts to look after themselves ) If the saennfic 
soaenes had to shoulder these new burdens without anv 
mcreased help, they must put up their subsenpnons and cut 
down their exjienses—that is to say, cut down the journals they 
published and the meenngs they arranged. If this change took 
place, no doubt the large nanoi^ soaenes would survive But 
some of the smaller bodies, which look after highly speaahsed 
branches of saence, might be faced with extmenon, and we 
might find ourselves pavmg too high a price for a ndv system 
of ratmg 

In the course of his reply to the debate Viscount Hailsh-Am 
promised that he would look mto the ratmg of the learned 
soaenes The quesnon was under considcranon bv the 
Government, but he was not sure what the answer would be. 
There were difficulnes m the way of exempnon ftom any ra-r. 
However, he saw the force of what Lord Adrian had saii 

Public Health Bill 

This Bill, which was published on Nov 11, provides for the 
replacement of local buildmg bv-laws by regulanons made by 
the Minister of Housing and Local Government and apphcable 
throughout England and Vales outside the countv of London. 
It would also amend the Public Health (Drainage of Trade 
Premises) Act, 1937, to enable local authonnes to charge for the 
rccepnon into the pubhe-sewerage system of some trade 
2. Treated CAocag Oafendtra HAl StanroeT OSte. 1959 
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effluents at present exempt, and it would classify as “ trade 
effluents ’ farm effluents and effluents from premises used for 
scientific research It would empower the Mimstcr to remove 
the exemption given to laundry effluents under the 1937 Act 
where their discharge would be likely to cause special difficulucs 
in the treatment or disposal of sewage The Bill also incor¬ 
porates into the general law some pubhe-health provisions 
already included in local Acts These are for the most part 
modest extensions or adaptations of existing statutory provisions 
which the experience of local authorities has shown to be 
necessary, and deal with such matters as sewers and drains, 
water-supply, infectious diseases, streets, and parks and open 
spaces 

QUESTION TIME 
Foot-and-mouth Disease 

Mr D G Bullard asked the Ahmster of Agriculture, 
Fisheries, and Food if he would make a statement about the 
present serious outbreak of foot-and-mouth disease—Mr 
Christopher Soames replied During the past eight days, 
94 outbreaks of foot-and-mouth disease have occurred in parts 
of Eastern England and Scotland The most seriously affected 
areas are in Norfolk and Suffolk and in Northumberland, and 
wide movement restrictions have been imposed in East Anglia, 
Northumberland, Durham and m most of Scotland because 
infected cattle are known to have passed through markets in 
these areas My veterinary staff are doing their utmost to trace 
the origin of the outbreaks, but so far there is no clear indication 
of the cause 

Doctors Overseas 

Mr L A Pavitt asked the Mimstcr of Health what con¬ 
sultations had taken place with the Colonial and Common¬ 
wealth Relauons Offices to facilitate the acceptance by doaors 
of posts overseas and their subsequent reabsorption into 
medical service in the United Kingdom —Mr Powell replied 
I am not aware of any special obstacle to the reabsorption into 
medical service here of doctors who have taken posts overseas 


Obituary 


JOHN WALTER LENNOX SCOTT 
CB,DSO,MRCS 

Major-General John Scott, who died on Nov 6 at 
Crookham, was director of medical services in the Briush 
Expeditionary Force at the beginmng of the late war 
After he retired from the Service he took charge of the 
large E M S hospital at Park Prew ett 

He was bom in 1883 and was educated at Dulwich College 
and Westminster Hospital He quahfied in 1905 and a j car later 
jomed the RAMC During the 1914-18 war he served m 
France and Belgium and was three times mentioned in 
despatches In 1918 he was awarded the D s o From 1926 to 
1930 he was deputy assistant director-general at the War 
Office Later he became successiv cly assistant dircCTor-gencral 
and deputy director-general of Army Medical Sen ices He 
was adsanced to the rank of major-general in 1937, and became 
D D M s , Eastern Command On his rcurement in 1941 he 
was appomted c u 

R E B , who as D D M s in Southern Command made 
arrangements wath Scott for the reception of casualties at 
Park Prew ett, WTites 

“Those were anxious das's, wath some 10,000 casualties 
amsang from the beaches in l s t s and other craft Later 
there were airborne evacuations and sluploads of invalid cx- 
prisoncrs of wnr from Japan and Germany During this period 
Park Prew ett, the largest hospital in the command, was our 
great stand-bs General Scott met the almost daih crises 
complcteh unperturbed, and the whole \ ast organisation worked 
with clockwxirk cffiacncx Nescr oacc did I appeal for his 


help m vain I never failed to receive his wholehearted support 
and kindly advice The part he played in these crucial years 
was a fitting end to a distinguished career ” 

General Scott leaves a widow and two sons 

HENRY LEO BARNIVILLE 
B A , M D , M Ch Dubl 

Emeritus Professor Barmville, senior surgeon to the 
Mater Misencordia: Hospital in Dublin, and a senator of 
the Irish Free State, died in Dubhn on Sept 23, at the 
age of 73 

From Rockwell College, Co Tipperary, he entered the mcdi 
cal school of the Old Catholic Umvcrsity in Cecilia Street He 
took his M B with first-class honours in 1911 in the Nauonal 
Umvcrsity of Ireland when University College, Dubhn, was 
founded as a constituent college After spending a year as house- 
surgeon m the Mater Misencordia: Hospital, he won the first 
medical travellmg studentship offered by the new university 
With It he spent two years in Freiburg in Brcisgau and a y car in 
London in the Cancer Hospital in Fulham Road In 1915 he 
returned to Dublin as assistant surgeon to the Mater Hospital 
In 1918 at the age of thirty-two he succeeded to a vacancy on 
the semor staff In 1925 he succeeded to the chair of surgery 
at Dublm Umvcrsity College He was nommated to the first 
Senate of the Irish Free State, and he remained a member until 
the Senate was abolished m 1936 On its rcconstrucnon in 1938 
he was elected to represent the graduates of the National Uni¬ 
versity and he conunued to represent them In 1947 he sus 
tamed a detachment of the retina Though it was successfully 
operated on, he had to give up many of his outdoor pursuits and 
lead a life of restricted activity 
A colleague writes 

“ Barmville’s remarkable gifts and exceptional start m his 
professional career promised a future that was only partly ful 
filled He never wrote anything and he never made a com 
mumcauon to the Academy of Mcdicmc This is the more 
regrettable because he had accomplished much By the early 
forties he had over 500 cases of toxic goitre operated on with 
negligible mortality under the crude anicsthcsia of that time 
The reasons for this omission arc both simple and complex 
“ He reached success too early and by the age of thirty fi'c 
was working so hard that he had scarcely the time for onyThing 
except work Dublin hospitals at that time w ere grossly under 
staffed with registrars and assistants, so that the drudgery of 
record-keeping and casc-collcctmg had to be done personally 
by anyone who was preparing to write 
“ He was the kindest and most charitable of men, as many 
generations of students whom he helped could tesufy He ssis 
alwaxs a good and witty compamon, and those who met him m 
his early years long chenshed his memory He los cd good com 
pany, a race meeting, a game of bridge, which he played WR 
distinction, and the almost lost art of conversation In Jus 
professional work he had beautiful hands, a rare feeling 1°' 
tissui., and imperturbable good humour which enabled hm to 
nde out any storm His approach to the nersous or diinw 
patient was wonderfully reassuring, and when he had ", 
pauent’s hand in his own and sat down beside the bed an^ 
spoken only a few words the relief of tension was immediate 
In 1910 Professor Barnnillc married Miss Brigi 
Weymes by whom he had three children, the youngest o 
w'hom is a doctor 

HAROLD STUART BARBER 
M D Dubl ,FRCPI,MRCr 
Dr Stuart Barber was one of the few physicians in 
this country who gate almost all his time to the care 
patients with rheumatic diseases, and he pHyt 
important part in developing the rheumatologv 5 ctvic« ' 
the Manchester region He died on Nov 8 at the age o ' ^ 
He qualified from Trinity College, Dublin, m 1933 an 
almost immediately joined the RAT medical bun 
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served as a medical specialist throughout the war but soon 
afterwards returned to avil life He held resident hospital 
appointments in London at the Prince of 'bales’ Hospital, 
Tottenham, and m the skin department at St Bartholomew’s 
HoTiital before setthng m Buxton, where he succeeded Dr 
C \r BucHev He was also assistant chmcal duector of the 
rheumatism research umt at the Umversitv of Manchester 
In 1948, when the National Health Service was started. 
Barber was appomted consultant pht siaan to '^ithington 
Hospital, Manchester, and the Devonshire Roval Hospital, 
Buxton He was a member of the Heberden Soaetv and 
made many valuable contributions to clinical rheumato- 
logv, mdudmg papers on the psj chogemc basis of some 
so-called rheumatic pains, the use and misuse of phvsio- 
therapy, and a myalgic svndrome His last paper, a report 
of an unusual form of famili al osteodvstrophv, appeared 
m our columns m June 

Of his work m the region J H K writes 
“ At his hospitals Barber practised rheumatologv as a 
specialtv within medicme and was largelv resixmsible for the 
conversion of the Devonshue Hospital, Buxton, from an out¬ 
moded spa hospital mto a modem centre for the treatment of 
rheumanc diseases with an mtemanonal reputation He faced 
his long illness with great courage and w orked unnl two weeks 
ago He was a most courteous and thoughtful man who loved 
the D erbyshire countryside in which he hved and w hich his wife 
pamts most effecnvelv ” 


Public Health 


Maternity Services m Glasgow 
Ii» Glasgow last year less than 60‘’o ofpartunent women were 
confined m hospit^ In his annual report Dr 'VC A. Home, 
the city’s medical officer of health, expresses disappomtment 
that no progress was made durmg the vear towards mcreasing 
this propomon, which, he savs, should be not less than 75%, 
m order to secure the admission of all women who should be 
confined m hospital either for medical or for social reasons 
The regional hospital board has formulated plans for new 
matermtv hospitals and for the provision of matermtv beds m 
existing hospitals “ Up to date not one addinonal bed has 
been provided, although some 90 beds are due to be available 
withm a penod of six months ” 

The permatal mortahtv-rate for Glasgow was 45 5 per 1000 
hve and suU births—a higher rate than that for anv other atv 
m Scotland or England. 

Food-poisomng due to Cl trelchu 

Outbreaks of Clostndittm tce/chii food-poisonmg 
contmue to be reported 

In Edmburgh ^ 30 guests had diarrhoea and abdominal pam 
between eleven and eighteen hours after a wedding reception. 
Suspiaon fell on steak pie, prepared on the previous dav from 
30 lb of stewmg beef, which was all heated m a pot for an 
hour and a h alf, and then left with the hd off for eighteen 
hours m the kitchen On the mommg of the weddmg-day it 
was heated agam for about three-quarters of an hour Four 
hours later—half an hour before the meal was served—the 
cook nouced that the meat smelt sour and had a peculiar taste 
He consulted the butcher, who, after statmg that he had 
cxpe-ience of cookmg, put the meat m a colander and washed 
It under the tap Fresh graw was made from graw powder, 
2nd the meat was heated once more and served with pastrv as 
neak pie. Heat-resistant C! crelchzi was isolated from the stools 
of the patients 

Another outbreak affected 77 pupils, 10 teachers, and 4 
kitcnen woii ers at a school. In this case mutton was to blame. 
It had been steamed on the dav before consumption and left 
to stand overnigh t m a pantrv 

^ Aeniol repor* the Public Health Departnieet Edinburgh, fer 1559 


In 273 out of 723 cases of food-poisomng m Lancashire in 
1959, Cl trJeht was the causal organism - 
Ac Dagenham’ 98 children and 13 staff-members at a 
jumor school were taken ill after eanng lamb which had been 
cooked at another school The bacteria muluphed m the two 
hours before the meat was eaten. 

The following measures ’ will help to avert this form of 
food-poisorung 

Meat should be cooked so that heat-resistant spores are 
destroved. Pressure-cookmg is helpful, and joints should be 
thoroughlv roasted. 

If not eaten at once, the meat should be rapidly cooled and 
left m a refrigerator oil required. 

■^Tien meat is kept warm before bemg served, the tempera¬ 
ture of the hotplate should be mamtamed at 60"C 

Notification of Anthrax 

From Dec 1 anthrax will be notifiable bv medical prac- 
tmoners to the medical officer of health of the district.'’ Cases 
of this disease m factorv ■workers are alreadv notifiable to the 
chief inspector of factories and m future such cases will also be 
notifiable to the medical officer of health 

2- Repon of the ciedical oSetr o*" health fo* Lazicssh.Te izr 195^ ^ 

3 Tte health of Dagenhatn in 1959 gnntial repon of the medical omcer 

of health- 

4 Med 0§T, 195S, 99 

5 Pubhe Health (Infectaou Diseases) Amendment Regulaaons, 1960 

SJ. 2960 no 19S9 H-M Stanonerv Ofice. 2d 
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Class:, J R-, M-B Edm, ccnstJtan phvstaaa. Bonders hospital 

group 

F?-as3 NL S , \LB. EdJL Consultant m medteal pasdntnes. 

East Fife hospital group 

Mcspm.LoOTTAP \ uj assistantX-O,LacestcTsture 

Spsnce a. j Abcrd. 'jlos. coasultent onhopsdic East 

and est Fife hc«p xal groups 

The Hospital for SicJ* Children, Great Ormond Street, London 
Ecssrm, H B, Cantab fji cxs surgical registrar 
Fifi, H J H. M-B. Srdnev, fjlc-s hoxise-mrgeca o-thopsdtc and 
plasuc depanmen- 

Goodall, Jantt m. 3 SheS, d obst , n ch. hou«e-phy«iam. 

Harris, 1-SWis ^LB Glasg, p j»-sl resident -egistrar neurological and 
n-urosurpeal departments 

Saoth, Clare Xevills, m-b Cantab, assistant R-A-O , Taduenh- 

South Western Regional Hospital Board 
Brad'Xeld, a AL c-P d consultant psTciuatnst 

South Somerset chn.cal area. 

McNcLTi M R. M-s s U4 Fjju, P4...S-0 consultant radiologist 
Bath clinicaT srea- 

Alovroo'tSR^ J >. Belf n cji- consultant psc-atnciua 

Plvmouth cltrtTfT>i area. 

Western Regional Hospital Board, Scotland 
Aitchisos, J D Glasg F4t4'J*-s MJtcj constiliant phvsiaan 

Stirling Roval Infirmark and a.5C>c:iated ho^ttals 
Babb:^ >. K. xuB Leeds con_ultant ophJialmolcgist Gla.govr 

Eye IcSrmarT 

Brodie \^ILLL\^ , ^LB Glasg, FjuF4*.s. assistau’’ cnhopsdic n^geon, 
Glasgcrv Rov^ Infirtaarv 

Came ron J H m.b Gla-g aswjstaut ophthalmologist Avrshire area. 
Chshsgton F j AI3 Glasg assistant ophtlulmologisT Gl_sgow 
Ophtbalm.c Insnrution and Av^hire area. 

CHISEOL.M, E. A. M.B GIa.g, FJUC.S-E. ^JLF4».S- consultant orthopsd.c 
surgeon Dumfries and Gallowav Ro*^ Infirmarv and associated 
hospitals 

Crawford, J M \ld GL-sg mjuc-o g dj.h. consultant obnetnaan 
and g'TisECoIogist FaDork and District Rov'd Infirmarv and as^^omated 
_ cL n.es 

CcTHBisr RrcH.ARD ^..B Glasg D4.-RJD consultant radiologist 
Stirling and FaDarK areas 

Dempster H., i_r.cj».e dj> jud consultant radiologis* Law Hc^- 
p tal CarltJie 

Dyrzs tr S A-B Glasg FjjL R.C.S. DJL. Consultant ansstheust 
Westem Infirmary Glasgo'v and as'oea ti ho^^pttals 
Giss, McRiEL E \L3 St. And. assistant ej^ t «urgeon, Glasgow Royal 
Infirmarv 

X.AMB RoBstT M-D G!-sg A.4UCPX. D4’.S- consulcun m infectious 
diseases Renfrew'lure area hosp .als 
McGovern G P m.b Ednu 'ur-CP.e. assistant pvv ciuatnst Stobhill 
General Ho^ tal Glasgow 

AIoRRiOTS A. Edxn asststan O'Thopedic surgeon Lavr Ho'rp .:\1 
Carluke 

Pasiecsn’\ T a. H n_d \f 2 r«a’v assistant dercu. o^omst and venere’'^ 
logzr- Glasgow Infirmarv, W'th duties at Gia.gow venereal- 

<L.ease cLnics 

Roberts, G B S v-d Gla-g consultant patho^ogir* Av^h-re area 
bospitals 

Mart D \ jd Gla^c FJUFr.s v.juct.e consultant patho- 
log^ ology) Stobhffl General Hospital GUeow 

Tiio\40N S *r M3 GL.g consultant b ochenus* Scuthem 
General Hospi^I Glasgcrv 

^iLSON THO^.AS M3 Glasg F4UCLSX. consultan ophth-lmo^cgist 
Glasgow E> e Infirmary 
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THE HOSPITAL “SERVICE” 

In opening a three-day conference at Peebles on Nov 7, 
Lord Craigton, Minister of State for Scotland, asked how far 
the “ hospital service ” was in fact a service “ It is all financed 
in one way, boards are appointed in the same waj , members of 
each profession or grade of staff work on the same conditions 
and the same rates of remuneration In many ways the 
extremer variations m the standards of service for the patients 
that existed before 1948 have been removed And w e hat e made 
some progress in reorganising and fauonahsing the pattern of 
the hospital and specialist services on the lines that were so 
widely advocated before 1948 ’ On the other hand, there 

were still too many substanual differences in the scale of hospital 
provision, and a national service, paid for mainly out of taxation, 
could not normally justify such W’lde variations unless they w’ere 
clearly necessary 

Scotland, Lord Craigton pointed out, had five regional 
boards and over 80 boards of management all with the same 
duties and functions Yet there were remarkable differences in 
the w ay they approached their job—in the committee structure, 
in the frequency of meenngs, in delegated authorities, and even 
in the kind of things on which members concentrated their 
attention “ I find it hard to believe that all these differences 
are desirable and that everybody must be right all the time ” 

Again, every hospital board was an employmg authority 
advertising and appointing to its own posts Hence the indivi¬ 
dual doctor, or nurse, or administrative officer, who was trying 
to obtain the right experience at the right time, faced career 
problems which he would not find in some of the other sen ices, 
or even in some of the larger industrial undertakings In the 
long run it was in the interests of all the emploving hospital 
authorities that a man or woman should be able to get this 
taricty of experience, " but can the particular employer who is 
concerned only to fill a particular post take this wider \ lew ? ” 

Every hospital was different, but should they be quite so 
different as they were ’ By this time we ought to have formed a 
clearer idea of what should be the standard of good practice 
As soon as people got down to the detailed planning of new 
hospitals and new units within hospitals, questions began to be 
asked, to which there was no considered answer as to what 
should be the generally accepted standard “ I am not suggest¬ 
ing for a moment that we can achieve or want a uniform stan¬ 
dard or a uniform pattern that everybody must observe rigidly 
But It would be ridiculous and wasteful for everv small group 
up and down the country to take each and every problem and 
w ork out their own solutions indcpcndentK There ought to 
be some basic generally accepted doctrine w hich thev can take 
as a starung-point and from which variations and adjustments 
can be made to suit their own particular circumstances ” 

In conclusion Lord Craigton said that, with the increasing 
complcxirv of modem treatment, people would have to work 
more and more as a team, as was now evident in highly 
specialised hospital units But this sense of membership of a 
team was spreading outside the hospital too, with growing 
emphasis on the outpatient department, peripheral clinics, 
domiciliary visits, and teamwork both with the family doctor 
and the other social scrv ices In fact, “ the indiv idual hospital 
as a focus of lovallies and traditions has proved to be no longer 
enough We are beginning to think more in terms of groups of 
hospitals scrv ing communities and less in terms of what goes on 
inside the four vvnlls of a particular building or cluster of build¬ 
ings—of the services that the hospital provides rather than of 
the hospital itself ” 

He hoped that the hospital service would never be a service 
thought of in terms of disaphne, uniformitv and chains of 
coarvmand But we have perhaps something to learn from 
these services in terms of group lovalues and as regards fhc 
common outlook on straiegv and tactics which when sou come 
to analyse it is reallv an undcrlving acreement on what the 
mam problems arc and how thev ought to be tackled ” 


WORLD HEALTH ORGANISATION 
At a meeting m Geneva of the \V H O Executive Board, 
which opened on Oct 25,’ avvorkingbudgetof?21,576,480\v3s 
recommended for 1962, of this, $130,033 was earmarked fot 
health activities in the Congo The Republic of the Congo 
(Brazzaville) and the Republic of Mali were admitted to full 
membership of \V H O 

It was announced that the U S A would give $4 million to 
the malaria eradication special account in 1961 A resolution 
supporting the full use by 1963 of Russian as a working 
language of the Regional Office and Committee for Europe 
was adopted 

APPOINTMENTS IN GENERAL PRACTICE 
Appointment Systems m General Praettee (35 mm and 16 mm, 
sound, black-and-white, 31 minutes. Great Britain, 1960) is 
the second of a senes of films on general practice in a modern 
society to be produced for the Medical World 
It consists of a photographic record of a discussion between a doctor 
who is using an appointment svstem in his urban practice, a familv 
doctor with a country practice, and a woman representing the 
intelligent patient Dr Bruce Cardew is m the chair The advantages, 
operation, and administrative details of the scheme arc described and 
debated, and a case is made for the adoption of appointment systems 
more widely in general practice 

The film is probably intended to stimulate discussion, but 
family doctors who take the trouble to attend a meeting on the 
subject would like more information on the administration and 
costs This could be more suitably presented by the printed 
word with reproductions of typical appointment cards and a 
page from an appointments book showing how space is allowed 
for the unexpected patient 

Copies of the film may be borrowed without charge from Medical 
World, 56, Russell Square, London, W C 1 

A COT FOR THE ROOMING-IN OF NEWBORN BABIES 
Dr J W Farqukar writes from the Edinburgh Uimcrsity 
department of child life and health 
“ The practice of accommodating the newborn baby beside 
his mother, and of making her largely responsible for his care, 
has made necessary the provision near her of dean napkins, 
baby gowns, cleaning materials, and such topical applications 
as dusting powder, oil, and cream These should be personal to 
the baby The mother s bedside locker can seldom take more 
than her own requirements, and the provision of an mfant 
cotside locker, although effective, is expensive and space- 
occupy mg, and it increases the difficulty of floor cleaning 


1 See Lancer \ov 5, 1960 p 1037 idid Nov 12 p 1097 
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Fig 2 


“ The cot shown here (fig 1), which is an adaptation of that 
known as the Liverpool Maternity Hospital pattern, has been 
designed for this purpose at the Elsie Inghs Memorial Maternity 
Hospital, Edinburgh Strongly constructed and very stable. 
It has a tubular-steel foldmg frame mounted on well-r unnin g 
castors The canvas cnb is suspended longitudmallj, on 
removable steel rods, and it can be readily adjusted to give a 
slight decimation at the head end It can be removed qmckly, 
and is designed to facihtate laundenng Although the cnb is 
open shghtly at each comer, the baby is perfectly warm, the 
body heat has not been lowered m fuUterm infants nursed m 
them * The mattress, which is of latex foam, has a smgle 
faced hospital sheetmg cover tvith zip fasteners 
“A small locker, 13 m long, S'/j m deep, and 7 m high, 
fitted to one end of the cot, has a closely fittmg door, hmged at 
the top and held shut by a spring chp The locker is large 
enough to take the necessary cleanmg matenals and topical 
apphcations, and high enough to accommodate a plastic 
thermometer case holdmg an mdividual rectal thermometer 
m antiseptic solution The top of the locker has an identifica¬ 
tion-card holder A larger locker of 20-gauge sheet steel, 
measurmg 18 m long, 10 m deep, and 10 m high, sits securely 
upon parallel steel rods below the canvas cnb The door of this 
locker IS also hmged above so that it will close by gravity, and 
It has a strong sprmg chp This locker provides adequate 
space for the day’s supply of napkins, gowns, wraps, and 
blankets, and, at the Elsie Inghs Hospital where babies are 
weighed routmely on alternate days by sprmg balances, it also 
holds the personal kmtted ‘ Terylene ’ mesh fabnc net for 
suspension Both lockers can be easily lifted off the cot for 
cleanmg 

The cot and all its fittmgs have a hard-baked enamel metalhc 
fimsh, which is easily kept clean and which is resistant to 
antiseptic detergent cleanmg agents The cot, wath canvas 
crib, two lockers, and the mattress, costs about £15 

The cot IS easily modified to collect urme from newborn 
babies A hole is cut m the latex foam mattress (fig 2) at a 
com enient pomt for male infants, latex tubmg strapped oi er 
the perns passes through this hole to the coUectmg bottle on a 
beneath the crib, for females a 4-m polyethylene filter 
funnel is embedded m the mattress and its end passes through 
the cam as cnb either delivermg mto a beaker or bemg 
ronneaed to a coUectmg bottle by latex tubmg The cot sheet 
has to be adapted for this purpose, and the hole is surrounded 
or some inches b\ hght plastic sheetmg which is folded mto 
t he funnel to present loss When the baby is positioned 

' ‘1'' Els.e Inghs Memorial 


properly, the ankles are hghtly tied to the comers of the cot 
wnth crepe bandage A smgle thickness of nylon stockmg is 
placed over a brass rmg m the mouth of the funnel to catch any 
mecomum which may be passed An electrical alarm, which 
can be fitted to the fimnel and accommodated on the tray, is 
so designed that the passage of a very small volume of urme 
will produce either urgent auditory or visual calls to the nursmg 
staff m the room or at a remote station, they can then ensure 
that no urme is lost 

“ I am grateful to Messrs Spencer Mason, Ltd , for their coopera¬ 
tion, to Miss J Beckett, matron of the hospital, to Miss J Forrest, 
sister-in-charge of the newborn, and to Dr J M Kerr, medical 
supermtendent of the Edmburgh Southern Hospitals Group, for 
hdpiiil advice The filter-funnel technique of urme collection was 
modified slightly from that used at the Children s Medical Center, 
Boston, Mass, and the urme alarm umt was made for me by Mr Eric 
Leask of the department of medical phy sics, Umversity of Edmburgh 
It will be described m detail elsewhere ’ 

University of London 

The title of professor of occupational health has been con¬ 
ferred on Dr R S F Schilhng m respect of his post at the 
London School of Hygiene and Tropical Medicme 
Dr SchiUmg, who is 49 years of age, was educated at Epsom 
CoUege and St Thomas s Hospital After qualify mg m 1934 he held 
house-appomtments at St Thomas s In 1937 he became assistant 
medical officer at I C I (Metals) Ltd m Birmingham In 1939 he 
became a medical inspector of factories Durmg the early part of the 
war he served wath the R A M C In 1942 he was appointed secretary 
of the Industrial Health Research Board In 1946 he was awarded a 
Nuffield fellow ship m mdustrial health, and then he jomed the Nuffield 
department of occupational health m the Umversity of Manchester, 
at first as lecturer, and later became reader His published work 
mcludes sev eral papers on byssinosis m the cotton industry, and m 
1956 he gave the Milroy lectures to the Roy al CoUege of Phy sicians of 
I-ondon, choosmg as his subject chrome respiratory disease among 
cotton and other textile workers In the same year he was appomted 
to his present post He is a past president of the Associauon of 
Industrial Medical Officers He has also served as editor of the 
Bnti$h Journal of Indusmal Mediane 

University of Shefifield 

A course in dermatology for general pracunoners wnll be 
held from March 20 to 24 at Sheffield Royd Infirmary Further 
details will be found in our advertisement columns 

Royal College of Surgeons of England 

At a meetmg of the council on Nov 10 with Sir Arthur 
Pomtt, the president, m the chair, Dr W E Lloyd was 
admitted to the board of examiners for the fellowship m the 
Faculty of Anesthetists Arrangements w ere made w hereby the 
professorship of mihtary surgery at the Royal Army Medical 
CoUege should become a jomt professorship with the Royal 
CoUege of Surgeons 

Licences to practise and a postgraduate diploma were 
conferred on those named m the report of the comma of the 
Royal CoUege of Physicians m our issue of Nov 5 (p 1039) 

Royal College of Physicians of Ireland 

At recent examinations the foUowmg were successful 

MRCJ’I—P J Paul G A Kemohan 
D Obst —T F Canty M Ahmad Genaid> 

Royal Society 

One of the Royal medals of this soaety has been awarded 
this year to Sir Roy Cameron for his work on ceUular pathology 

Chadwick Trust 

On Thursday, Nov 24, at 5 P M , at 90, Buckingham Palace 
Road, London, S W 1, Dr R Scott RusseU, head of the 
radiological laboratory of the Agricultural Research Council, 
wiU give a Malcolm Moms lecture His subject wiU be radio¬ 
activity in human diet 

Royal Society of Medicme 

The Blair Bell medal for 1960 has been awarded to Prof 
F J Browne, of Sydney On Oct 28, at a meeting of the 
secuon of obstetrics and gyntecology, his son. Prof McClure 
Browne, received it on his behalf 



1154 NOVEMBER 19, 1960 


DIARY OF THE WEEK 


THE LASCrr 


Channg Cross Hospital Medical School 
On Thursday, Nov 24, at 5 30 P M , after the opening of the 
new surgical unit at the hospital, Prof A J Harding Rams will 
give his inaugural lecture at the Royal Commonwealth Society, 
Craven Street, London, W C 2 The title of the lecture will be 
A Chapter of Accidents 

Problems of Youth 

The National Council for the Unmarried Mother and her 
Child will hold a discussion on this subject on Thursday, 
Jan 26, at 5 p m , at County Hall, Westminster Bridge, London, 
S E 1 The chairman will be Dr David Stafford-Clatk 


Diary of tlie Week 


KOV 20 TO 26 

Monday, 21st 

l3l>JI\TRSlT\ OF LOSDOS ’ 

5 30 TM (1 ondon School of Iljpicnc nnd Tropicnl Meduinc Kerpd 
Strecti \V C 1 ) Prof C i, Lumsden Pjtholop> nnd Pithopcnciii 
of Multiple Sclcro’iis 

PosTCRADUATL Mpdical SCHOOL or LoNooN, Ducnnc Road \\ 12 
IrM Dr llrnn Ackner Hi stern 
Hostkrian SocrcT\ 

8 30 P M (Apothccnfics Hnll, Black Tnar^ Lnne, E C 4 ) Canon C F 
R'i\cn, Mr R S Murlc> (for), Mr 1 L Mnikn Dr Ircd 
\Vriglcy (flgnmsl) Tint Ad\ criming Docs More I larm 1 Inn Gen'd 


Research Defence Society 

On Tuesday, Dec 6, at 5 30 P m , at University College, 
Gower Street, London, \V C 1, Prof J H Burn will give a 
Stephen Paget lecture His subject will be Testing Drugs on 
Man 

International Embryological Conference 

This conference will be held at the Middlesex Hospital 
Medical Sdiool, London, Wl, from Sept 18 to 21 Particulars 
may be had, after May 1, from Dr L Brent, department of 
zoology, University College, Gower Street, London, W C 1 

Rond to Maturity 

On Thursday, Jan 26, at 10 30 A M , the Central Council for 
Health Educauon will hold a conference on this subject Further 
particulars may be had from the medical director of the council, 
Tavistock House, London, W C 1 


Fulbright Travel Grants 

Travel grants will agam be available to citizens of the 
United Kmgdom to go to the United States of America for 
academic or educational purposes Pull particulars may be had 
from the United States Educational Commission in the United 
Kingdom, 71, South Audicy Street, London, W 1 

McGlbbon Lectures 

Dr A Rac Gilchrist will give the inaugural lecture of this 
senes, instituted by the Scottish Radiological Society in 
memory of the late Dr John P McGibbon, on Saturday, 
Feb 18, at 2 30 F M at the Royal College of Physicians of 
Edinburgh He is to speak on radiological contnbutions to 
cardiology 

Molecular Basis of Neoplasia 

This subject has been chosen as tlic theme of the 1961 sympo¬ 
sium on fundamental cancer research which is to be held from 
Feb 23 to 25 by the University of Texas M D Anderson Hos¬ 
pital and Tumor Institute Further particulars may be had 
from the publicauons department, Texas Medical Center, 
Houston 25, Texas 


Stroke Rehabilitation 

The Chest and Heart Associauon is to hold a conference on 
this subjea on Friday, Dec 9, at 2 p m , at B M A House, 
Tavistock Square, London, W C 1 The speakers will include 
Prof C B Perri, Dr John Marshall, Dr T H Hovvcll, Dr 
Dems Leigh, and Dr Frank Cooksc> 

be had from the Associaton, Tavistock House North, Tavistock 
Square, W C 1 _ 


Tuesday, 22nd 

British PosTGRADUATC Medical rrni ration ... , „ 

5 30 PM (London Scliool of Hygiene ond Tropicvl Medicine) Dr 
DAG Gilton Contributions of Chcmoihcrnpi to the Stud> of 
Lcukitmia 

Institute of Dfrmatoloo\ » Lisle Street, W' C 2 

5 30rM Dr C D Cninan LlTects of Chemical Agents, Primao Bthants 
and Scnsitisers 

St MAR^ ’s Hospital Medical School W 2 . .. . , 

5pw (Wxight-I Icming Institute ) Prof Frank Goldb) Relation of the 
Nervous System to the Female I’ehic Organs 
Roa AL Army Medical Coi i i ge, Millbnnk, S W 1 . , 

5pm Prof a G R Low don Treatment of Acute Vascular Insumcicnc) 

In the Limbs 

Manchesttr Medical Socim at? 

1 30 P M (Medical School, Uniscrsiiy of Manchester) Mr A a 

Anscombe Deaths of Three American Presidents 
Leeds Hcurologicai Senseis CoLiOQUiM , , e 

5 15 r M (General Infirmary nl 1 ceds ) Mr John Hankinson Surgical 
Treatment of Parkinsonism . . c . 

Ro\al Collegl or Surgions oi Ldiniiurgh, Nicolson Street, i ainourpn 
5 pm Dr Kristian Kristiansen (Oslo) Selective Cooling of Orf am wiui 
Special Reference to the Brain 

Wednesday, 23rd 

Roval Society of Medicine 1, Wimpolc Street, V I , _ i „„ 

8 30 PM Proctohi:\ Mr R W No in Review of Granulomnia of Large 
Intestine (Presidential address) 

POSTCRADUATr MLDJCAL SCHOOL OP LONDON 

2 p At Dr Victor Wynn Acid base Metabolism 

Institute of Dermatology ^ , e.i - 

5 30rAi Dr J 0 Oliver HrcmopoicHc S> stem In 5kin Disease^ 
Institute of Diseases or tup CiirsT Brompion S \V 3 

5 PM Mr T Holmes Scllors Diaphragmatic Hernia wi 

RoiL iNSTiTinr or Puntic HrAtrii and Hvoiinc 28, 

3 30 pM Dr Hugh Gough Thomas Research in the School iica 

W«T Lowon'mddico Chiruroical SoriTTv, West 

8 30 r M Ptof A J H Rnini, Dr Hugh Jolly, Mi» Helen M»ytt 
Recent Advances m rteatment 

""^^rede^irarmary) Prof J T Ingram Cl.n.eal Significance 

of the Minute Vessels of the Sicin (Litchfield lecture ) 

^Tr'M*'^Gcncnrinritmary at Leeds ) Sir Andrew Claye 

6 r M Miss U M Lister Biochemical Changes in Pregnancy 

Thursdny, 24th „ , 

Roval Couxer or SuRoroNs or Pngland, Lincoln s I icius, 'v . 

5 PM Mr J r Nunn Distribution of Inspired Gas During Diora i 

Surgery (Hunternn lecture ) 

British PosTCRAPUATr Mtdicai I tdijiatios v nr II B 

5 30 r M (London School of Hygiene “J'c* Tropical Medicin )Dr^^ 
Hcwiit rundamcnial Aspects of the Radiotherapy oI ca 

Institute or Dermatologv r n irrmtcs 1 

5 30rM Dr Calnan Cutaneous Allergy 11 irst of tvvo lectotcs^l^ ^ 

Institute or I arvnoologv and OTOLory 330 , Gray s Inn 

5 30rM Dr n H Mercer Fine Structure of the Normal ana 

Cell 

N rai Role of IIypr-.< 

Treatment 

CinA Foundation Lrenmr i \ nr P J 'nvu''C 

s r Ai (Medical Schoo Edgbavton BirminRharn) l^r i j 
(A msierdam) Ageing in the Gonad Adrenal by Hem 

HosiAtAN OiuxsriE LreruRE Piare Idinburrh) Si 

5 PM (University New Buildings Icviot I nee J 
Stanford Cade Synovial Sarcoma 

UvivrJtSiTV or St Aswravs nundee) Iref J ' 

5 r At (Physiology Department, Queen s College Hun« i 
Malcolm Pharmacological Dis ection of the central 
Si Stem 


On Wednesday, Nov 23, at 5 15 P M , at the Royal Free Hospital, 
Gnv 5 Inn Road, London, VT C 1, Dr M M Suzman of Johannes¬ 
burg will Rive a lecture on long term use of anticoagulants 

On Friday, Dec 2, at 8 30 rM, at ^JHiipps Cross Hospital 
London, E 11, Superintendent G E Salter of New Scotland ^ard 
will give a lecture on countcr-cnminal methods 

Sir Beniamin Bycroft is to be a guest speaker ai an eye suipcry 
clinical meeting which is to be held at the department of ophthalmo- 
logv in the Lniveraity of Toronto from March 20 to — 

Heinz fellowships of the British P-cdiatric rVsoamion have been 
awarded to Dr H B Wong (Singapore), Dr G H Holman 
(Saskatoon), and Dr C A Rcindorf (Toronto) 


Fridny, 23lh 

Roval Socim or Mcnici T Dr C O Carter, 

4 30 r At / rdiatnrx '' J 'A ja. .-s e 

VdVm^on Mr I W bommih'* InHi tile H«P Ui ac 
Pn^rrHADlATT MrrucAi scirooi or I o DO 
^ 10 A M Mr Ian 1 ra^cr 1 rohlcms in I rdutri Surcen 
I r », Prof A QuerivJo (I,.cidm) Croitruu^ jl>poth>f 

5 30 r si Prof W W Mu hin Controlled Respiritim 

^ Mc*G?V^^'’'A“^iology of Oiromc O ms 

"TV'i. ^r'‘j V'r-sri;;^ 

Rea fictn< N' Anliiuh^r'vJcL^ Pn-ra 

«T30 A^rnM^Tii! ■ > D,-semng of two da, 

on SumUa icn c' An it oJj I roduttJon 


Mr J A 


! ' > 


I rri "O 
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DISEASES OF THE BASAL GANGLIA 
THEIR RELATIOX TO 
DISORDERS OF MO\"EMEST 

D Den"Vi-Bro\^ic 

03 E , MD K Z , D Tnil Oson , LL D (hoa ) F R C P 

FTTVaJ' P^O-ESSOR O" NnJSOLOGTj 
H.J'TiTJ) lailau. SC3-O0_, BOSTON, SLiSS 

{Ccndui d 7 to’^ p 1103) 

n 

Before proceeomg to phvsiological anals sis it is 
necessarv to define some of the terms emploved and to 
indicate some general relationships 

One of the most promment features of diseases of the 
basal ganglia is a'hetosjs The use of this term is based on 
Its hteral meaning of mstabihtv of posture- which, m the 
hand imphes tanous degrees of stvmg from a hvper- 
extension of the fingers and thumb, often viith pronation 
of the wnst to full flexion of fingers (usually trappmg the 
pretiouslv flexed thumb), tvith flexion and usually supma- 
tion of the wnst The swmgs of movement mat be onlv 
partial when the condition is mil d m desree The hand is 
almost alwavs mvolved, the bps, ]aw, and tongue more 


Chorea is a word with mans meamngs In the present 
connecnon it relates to a contmued endless senes of 
motements of the hand and wnst, of the bps face and 
tongue, and of the distal parts of the lov, er limbs In their 
most subtle form the mot ements are automatic and con- 
flictmg reactions to environmental stimuh of all lands In 
more coarse form thev oecome the mot ements of athetosis 
but m choreic mot ement mere is a contmual flow of motion 
without the irregular altemanon that charactenses athe¬ 
tosis In choreic mot ement posture is lost, m athetosis 
two or more habitual postures can be distinguished 
Rigidity IS the common manifestation of parkmsomsm 
It IS es'^ennallv a resistance to passit elv apphed motion, 
distmguishea bt its plastic quahtt, presenung a relatitelt 
constant resistance throughout the tt hole range of apphed 
mot ement Rigioitt is first appreaable in the flexors of 
wnst ana fingers, out as it det dops it is felt m both flexors 
and extensors of both hmbs In most cases of parkin- 
somsm It IS a httle more prominent m all flexor muscles 
Its presence m the face tongue and palate can onlt be 
inferred from the impedence of small mot ements m these 
parts It IS commonlt stated that the tendon reflexes are 
not altered They are certainlv not mcreased m amphtude 
in propomon to the degree of resistance to stretch, as thev 
are m spasnaty Electromt ographic 
(e-M g ) recordmg shows that a large 
tendon reflex is present as an electrical 
response fluctuatmg m amphtude accord- 
mg to the phase of tremor in which the 
tendon tap falls 

As shown prenouslv (Dennv-Brown et 
al 1953) the plasuc ngiits ofparhmson- 
ism and its action potentials can be made 
to disappear if the hmb is completeh' 


pamcularl V in bilateral cases, and the foot leas t prommentlt 

1-^--I 


Biceps 


1 see 



Brachmlis 


Extend 


Flex 





supported, and the panent mstructed to 
relax Such complete mactivin is easil\ 



® E^M-G s of biceps and brachialis anticos both flexors of elbow m a patieat 
with paralvsis agitans who has been relaxed until ngiditv lessened 
Is c geiiLle alternating fiexion-estension of elbow throLgn about 5~ patcivelv 
psnonned Tne al’-ema^ing passive xnoveinent is graduzUv increased in amplitude 
earn •'^petiaon 



Flsr 9—^Paraljsis agitans 

G s o (2 leads) bmdiiah': cnticu^, and triceps dunng nradual pas^vf 

indica e the cpplied mosemear at the ribow 

7161 


obtained m arteriosclerotic parkmsomsm, 
less easilt m paral\sis agitans and with 
most difncultv, though occasionallj, m 
postencephahoc parkinsom'm Once the 
muscles relax completeh, with correspond- 
mg dectncal silence m flexors and exten¬ 
sors, then unimpeded passu e moi ement is 
possible m either direction at ant )omt 
withm a small range of 5-10' (the “ free 
mterval ”) JMo\ ement of larger range 
immediateh. sets up a contracuon m the 
stretched musde, whether flexor or exten¬ 
sor (fig S), demonstrating that the ngidin, 
IS a stretch reflex m each musde concerned 
The “ cog-wheel ’ phenomenon is due to 
the presence of tremor rhvthm, leadmg to 
steps of relaxation m the resistance to 
passive movement Though common, it is 
not an essential feature 

The plasuc quahtt of parkmsoman 
ngiditt that distmguishes it from spas- 
tiat\, IS due to a tendenct of motor umts 
recruited mto a contraction bt stretching, 
to drop out again one bt one as others are 
recruited The total number of motor 
umts dischargmg as the muscle continues 
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to be stretched, and tlte corresponding contraction, 
therefore tend to remain relatn elj small, gning the plasuc 
quality When a spasuc muscle is stretched more and 
more motor units respond, and resistance to stretch 
mounts to a peak At this point many units suddenly 
cease responding, and resistance to further stretch melts 
av,ay (“lengthening reaction”) In plasuc rigidity the 
lengthening reaction affects one motor umt after another 
from the beginmng of stretch, so that resistance to stretch 
remains approximately constant 
If tremor also complicates the rigidity the appearance 
and disappearance of umts during steadily increasing 
stretch (after preliminary relaxauon) gradually synchron¬ 
ise, unul eventually at one point they all cease ^scharge 
together and return together This is the first beat of 
tremor, and there is commonly a concurrent burst of imits 
in other related muscles at the same jomt (fig 9), then m 
other previously quiescent muscles in the limb 
Dystoma is a term that has also been used m many 
senses I would define it as a fixed or relauvely fixed 
atutude, in associaUon with some other extrapyramidal 
disorder of movement In its mildest form it is seen as 
overextension of the fingers with slight pronauon, or as 
fixity of facial expression (most commonly openmouthed 
with starmg eyes), or conunued overmtersion of a foot 
In greater degree the extremity becomes set in one of the 
postures of athetosis, with eventual distoruon of the bps 
and tongue, torucolhs, or torupelvis The muscles con¬ 
cerned in the fixed posture offer an increasing resistance 
the more the part is mot ed away from us primary posmon 
In intense dystonia the resistance to attempted passive 
movement is springy in quahty, and the part flics back to 
Its habitual posture when released In less degree dystoma 
presents a plasuc rigidity with perhaps very shght palpable 
increase in resistance as the hmb is moved away from the 
dystomc posture The EMG is indisunguishable from 
that of parkinsonian rigidity As dystonia becomes more 
intense, more and more of the motor umts fail to show a 
lengthening reacuon, and they conunue to discharge as 
sull more units join the response Contracule resistance 
then steadily increases with increasing stretch 

In the dystonias of postencephalitic parkmsonism and 
of dy stoma musculorum deformans different parts of the 
body arc separately imolvcd The resulung postures are 
usually astrametrical and incongruous I shall refer to 
this type as segmental dystoma 

The mode of onset of abnormal atutudes in Wilson’s 
disease is usually different Both limbs on one side are 
affected together Very gradually shght abnormalities of 
atutude become more fixed, and the abnormal attitude 
deiclops as a whole It is then seen, as so well described 
b^ Wilson (1912), as flexion of both upper limbs, with 
haiicrflexed, slighth pronated WTists, and at first o\cr- 
extended and later o\ erflexed fingers The low cr limbs are 
extended, and the ankle-joints plantar-flexcd and imertcd 
This condition is usualh referred to as the rigidity of 
Wilson’s disease, but by m\ definiuon it is dystonia In 
the early stages it is a plasuc rigidity, but gradually the 
lengthening reacuon is lost I call it lumiplegtc dystoma 
from us general resemblance to the pattern of hemiplegic 
spasticitv, and from us tendency to affect all the parts on 
one side together 

Finalb one must recognise that, particularly as an end 
stage in parahsis agitans and related states, a persistent 
attitude of flexion mas occur in all limbs—the wTists 
oicr-flexcd and pronated, the fingers extended, the lower 
limbs flexed on the abdomen, and the feet stifflt plantar- 


flexed In this condiuon the abnormal atutude tends to 
detelop as a whole In milder degrees it also has a back¬ 
ground of plastic rigidity, w-ith steady neuronal discharge 
in proporuon to the degree of maintenance of the abnormal 
atutude I shall refer to it as generalised flexion dystonia 
It is the pallidal syndrome 

Tremor —^By common usage tremor is a rhythmical 
alternauon in movement at a rate of more than one beat a 
second It must be recognised, however, that the disorder 
may begin with isolated single beats, as m “ lucr flap” 
The relation of tremor to motement is only of relative 
value m disunguishing types of tremor Whereas parkin¬ 
sonian tremor is first apparent only in very slight degrees 
of muscular contracuon, as the tremor becomes more 
intense it is apparent during greater degrees of contraction 
and in full development may never be absent 
The term myoclonus has many different connotations 
It is essenUally an unpredictable rapid jerk or tw itch of one 
or more muscle groups, disungmshed from chorea by its 
abruptness and brevity Any muscle group may be in¬ 
volved, but an abrupt flexion of one or more joints in both 
upper hmbs, with extension of the neck, are frequent 
components The jerks may at umes appear in a rapid 
series of two or more in succession Myoclonus of this 
type IS common in extrapyramidal disease We must omit 
from this brief account its relauon to “ palatal ” myoclonus, 
epilepuc myoclonus, and other types of bulbar and spinal 
twitching of similar kind 

Interrelations of the Motor Disorders 
Chorea, Athetosis, and Parkinsonian Tremor 
Although It IS a diagnostic convemence to separate these 
various types of motor disorder, the first step in gaming a 
proper understanding of their sigmficance is to seek 
relationships between them The model for this whole 
series seems to me to be the phenomenon of athetosis 
If one has in mind the two elementary postures of the 
fingers and wrist—overextension with pronauon and 
ovcrflexion wth supinauon—between which the moie- 
ment alternates, one may find the same two postures in 
post-hcmipIegic athetosis and in double athetosis, though 
the speed of alternauon is faster in the latter The in¬ 
voluntary movements of Huntington’s chorea reproduce 
momentarily the same postures again and again, with 
many parual variants (Denny-Brown 1950), grndually 
becoming more stereotyped In dystoma musculorum 
deformans one or other posture is found as a fixed itutudc 
(Denny'-Brown 1945) In the rapidly progressive type of 
Wilson’s disease the transition from choreic movement to 
athetosis to dystomc atutude may be observed in the same 
pauent in the course of months Most commonly the 
dystomc fixauon of the hand in Wilson’s disease is with 
fingers extended, though in ume the wrist becomes over¬ 
flexed (fig 2) Very rarely a dystomc atutude of over- 
ficxion of the fingers is present from the beginning, and 
the hand ultimately dev clops a sev ere dy stomc grasp w Inch 
die pauent is unable to relax 

In some unusual vanants of Wilson’s disease dystoma 
develops only very slowly, and in such cases a parkin¬ 
sonian tremor mav eventually supervene after months o 
athetosis W hen this happens the athetosis gradua ly 
becomes more rapid, and the amplitude of movement less 
The fingers, instead of closing over the previously over- 
flexed overadduaed thumb, now close only to scmiflcxion 
—the adduaed thumb also—and at more rapid intervals 
Evcntuallv the parual movement, more rcgularlv rcpcatcu, 

becomes the “pill rolling ’ tremor of parkinsonism, 
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Fig 10—^Arteriosclerotic parkmsonisin 

EJiLG s of biceps (1 snd 2) and mceos during flexion (r) and extension Cj) of elbow 


Tretror and Rtgtdity 

As alreadj mentioned, in dt'stomc states 
the lengthenmg reaction m one muscle is 
assoaated with a shortemng reaction m its 
antagomst Ifthe plantar flexor of the foot, 
or palmar flexor of the wnst, is suddenli 
stretched, the response m the shortened 
antagomstic extensors is often visible to the 
ev e as a bnef contraction of the tendons of 
correspondmg prenbial or wnst dorsi- 
flexors Fig lie is an e M G record of this 
phenomenon, which is generallv known as 
“ Westphal’s paradoxical reaction ” 


with appropriate opposition of the thumb (Dennv- (W^estphal 1878), or as the “ tome postural reflex ” of the 
Brown 1950) French school (Foix and Thev enard 1923) Like Kmmer 


Chorea, athetosis, and parkmsoman tremor are also 
topographicallv related, for each mvolves primarily the 
hand, m next degree the bps and tongue, and m ultimate 
development the ankles We therefore regard them as 
members of a related senes of fluctuations of posture with 
important phj siological connotation 


Wilson (1925) and others, I have foimd the sign to be 
mconstant m paralj-sis agitans and Wilson’s disease, 
though It IS pro min ent m some cases A correspondmg 
delav ed burst of discharge m the wnst extensors follow s 
60-70 msec after a tendon reflex m the finger flexors tmder 
these circumstances (fig 116) Matthews and Rushworth 
(1957) found that procame infiltranon of the motor pomt 


Parhnsoman Rigidiry, Dystoma, and Myoclonus 


of a muscle selecnvelv paralvsed the gamma efferents to 


In the more mtense plastic ngidit 3 of parkmsomsm, 
particularly m artenosderotic tvpes with htde tremor, the 
lengthenmg and shortemng reactions at first become more 
fuUv developed When the elbow is extended there is a 
burst of discharge m the flexors follow ed bv relaxation to 
the previous level The phase of relaxanon Qengthening 
reacuon) occurs earlier than m stretch of a spasuc musde, 
and comadent with it is a contraction m the extensors 


the muscle spmdles Two jears ago, with Dr Geoffrev 
Rushworth I remv esngated this phenomenon and found 
that such infil tranon of the motor point of a dystomc 
muscle, whether wnst flexor or post-nbial musdes, 
abohshed the reaction to stretch both m the muscle 
concerned and m its antagomst, leaving it snll possible to 
innervate either group by will The reacnon is therefore 
clearlj propnoceptiv e, and it is related to the antagomstic 


(shortemng reaction) (fig 10) On fl exin g the elbow the 
reverse process reaajusts the quanutv of contracnon to its 
previous lev el Both flexors and extensors show a rapidly 
adjustmg stretch reaction Later, as dvstoma becomes 
more pronounced, fewer of the motor umts exhibit a' 
lengthenmg reaction m the flexor group m the upper limb, 
and thev contmue to discharge as long as stretch is mam- 
tamed The extensor group then show correspondmglv 
less shortemng reaction Ultimatel), when dystoma is 
fiiUj devdoped, all the discharge is directly proportional 
to length of musde, and the lengthenmg and shorte nin g 
reacnons have vamshed. This progressiv e loss of 
lengthenmg reacnon m the elbow flexors is assoaated with 


autogenenc reflex exatatorv' effect of the annulospmal 
endmgs versus the inhibitory secondary sensory flower- 
spray endmgs of the muscle spmdles 

Tins double effect demonstrates dearly that such plasuc 
states represent the release of two opposmg ty pes of stretch 
reflex The prommence of the paradoxical reacnon m 
wnst and ankle is rdated to an mtermediate phase of 
dev elopment of dystoma m these groups, so that the sudden 
stretch falls on mtiscles that are already contraenng 
With a lesser degree of dvstoma there is no reacnon, and 
m greater dystoma all the response is m the stretched 
musde 

When tremor compheates moderate dystoma the first 


two other features—(1) the aenvanon of other synergic response of the stretched musde is a prolonged beat of 


flexors bv stretch of one of them, and (2) mcreasmg 
numbers of umts contmumg to discharge at the shortest 
length of the muscle Some of these are stimulated bv 
tension on other flexor muscles and thev oan be got to 
cease discharge bv more complete relaxanon Some 
are influenced bv labvrmth and neck reflexes and 
can be silenced only by mampulatmg the head and 
neck 



At an mtermediate stage of dev elopment of dv stoma of 
hemiplegic distnbunon, when manv umts snll show 
lengthenmg and shortemng reacnons, a rapid stretch 
provokes discharge of a large number of motor umts 
together, dissipatmg m sev eral beats, durmg one or more 
of which bursts m widespread svmergist musdes cause the 
sudden contracnon that the clmiaan calls a “ mvodomc 
jerk ” 

These observanons, which can readilv be repeated 
while anv tvpe of dvstoma is developmg, mdicate that the 
essennal conflict between propnocepnve mhibinon and 
exatanon m all these tvpes of ngtditv and dvstoma is one 
of degree and not of kmd 



Fis ll~”^rterao«clerotic 

E M G s of fiesi.O’* profundus digitonna (f p D ) ^ fiexo- carpi ulnans 
(f c L ), and es'ea'io's of during sudden passive dorsiflexioa 

of Tenst (a), and during finger jerks (t) s rep’^esents a subliminal tap 
on the finger flexors 
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tremor, the cessation of which is associated with a similar 
prolonged beat of tremor in the antagomst Tremor then 
appears as a series of alternating pnmarj' and paradoxical 
reactions A final prolonged burst of tremor when a 
tremulous muscle is suddenlj' shortened is the reverse 
reaction From this point of view tremor is a rhythmical 
alternation of the conflict of the same heightened propno- 
ceptive reciprocal effects that are represented m the 
lengthening and shortemng reactions of dj'Stoma 

The observ'ation of Walshe (1929) that parkinsonian 
rigidity could be abolished by cocaimsation of the motor 
points of a rigid muscle, leaving tremor unaffected, might 
appear to contradict these conclusions The explanation 
hes in the spread of contraction, whether rigidity or tremor, 
from one muscle to another The stretch reflex can no 
longer be eliated in a cocaimsed muscle, but the para¬ 
doxical reaction or tremor from other muscles can still 
affect It Total surgical deafferentation of the hmb by 
dorsal-root section, reported by Pollock and Davis (1930), 
also demonstrates the point, for then only a variable 
degree of slowly rhythmical neck and labyrinthine reflex 
remained 

These findings indicate that plastic rigidity, parkin- 
soman tremor, and dystoma are different aspects of a 
conflict of released propriocepuve reactions The 
conflict IS resolved more slowly in plastic rigidity, 
more rapidly and rhjThrmcally in tremor, and not 
at all in mtense dystonia To find the reason for 
these conflicting aspects of release of low-level 
reflexes we must turn to the question of cortical 
control of proprioceptive reactions 

The Two Basic Postures of Athetosis 

In earlier studies of disorders of movement 
produced b> cortical lesions (Denny-Brown 1958), 

I have distmguished two general types of disorder 

The first tiTic is represented by the tendency of 
medial frontal-lobe lesions to facilitate tacule and 
MSuallj directed palpatory reacuons in the hand and 
lips, of which the insnnctivc grasping and sucking 
reactions are the prototypes The fundamental change 
in behaviour is more general and comprises all the 
manifold elements of frontal apraxia, including a 
suffemng of the whole limb in response to contact 
(gegenhalten) 

The second n-pe is an opposing set of reacuons, 
released ba parietal-lobe lesions, characterised by 
mstinctiM. tacule and visual aaoiding responses which 
deterrrane withdrawal, flexion of the limbs, over-exten¬ 
sion of the fingers, and residual suflening of the limb 
m this posmre (“ catatonic pcrsistance of anitudc ”) 

Two general areas of cortex, medial frontal and lateral 
parietal, an. organised in this respect, wath correspond¬ 
ing \isual exploratorj and asoidmg responses in the 
posterior-panctal and temporal regions (Dennx-Brown 
1056, Dennx-Brown and Chambers 1058) 

These two phvsiological tvpes of response are 
bchawoural antagomsts In each case a specific 
type of enwronmcntal stimulus “ tnggers ” a 
propnocepuve reaction in tlie appropriate muscles, 
most ewdent as the proprioccpux c component of 
the grasp reflex 

Vs hen the cortical lesion is cxtensix e not only 
is tlie corresponding highh dc\ eloped onented 
“tnsunctnc” response to the ensironmental 
sumulus lost, and its antagonist rcacuon faali- 
taicd, but a subcorucal representame of the lost 
rcacuon also makes its appearance The subcor¬ 
ucal response is a simpler reaction no longer. 


onented to the source of sumulus, and it requires a more 
coarse sumulus Thus the grasp reflex, a subcorucal 
response, replaces the dehcately oriented “msuncu\e grasp 
response” In common with released reacuons the 
response now requires a heavy contact sumulus, imohes 
more muscles, and persists longer after the sUmulus The 
corresponding propnocepuve response becomes more 
pronunent and more persistent All further attempt to 
move the hmb is impeded for a Ume after any contact wath 
the palm of the hand In some cases not only the arm but 
also tlie leg on the same side suffens m response to any 
coarse contact with the hand This is the disorder called 
“ tonic innervauon ” by Wilson and Walshe (1914) 
Similarly, with large postenor-corucal lesions, a moving 
sumulus in the “ hemianopic ” visual field induces an eye 
movement which the pauent cannot make voluntarily, 
and the deviauon of eyes and head, once eliated, lasts a 
long ume This is tome innervauon of the eyes and head 
Tome innervauon of this kmd is the reason for persist¬ 
ence of abnormal atutudes as a result of purely conical 
lesions The pattern of extended fingers in an extensive 
panetal-lobe lesion, for example, is idenucal with that 
seen in athetosis, and it can be called “ athetoid ” It is 
not athetosis as we have defined it, for there is no essenual 



ric 12—Potfcnccphalltlc pnrJJnionlim 

In (cl a mo inp stimulus in the left \ isual field elicit., fiuttcrinr of 'I"' 
ssith prolonged dc lation of the head and eyes to the left At tim-s tl c Ic r 3 
became rctrac-cd and abduced dunn" w*alhing (b) This po ture appea e 
pa i\c rod ion of the patient to the left (c) 
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mnfiif-r. End tne Etntucia is trcusitorv ana aaioirecaoaHi 
(overestendea in panetsl lesioas oreinessd a froatsl 
leaoas) 

The distiaguishing fesrnre of true atnetosis is tea* tvD 
opposaig reacaoas to tue saaie geaeral type are released 
togetner Thus, la tae ataetcrac hana a aeavy nemng 
contact stunulus ttita the ceatre of tae palm nduces a 
coarse type of grasp reaes and a stradar coatact witn tae 
corsun of tae Sagers mauces aa ester.sioa of tae Sagers 


aad vmst (Deaav-Brerra 1950 195S) A aea~ coatact 
fitta tee sole of tae feet leads to a torac foot response, ano 
a raovaig contact apphea cistallp on the sole of tae 
feet causK aa ester.stoa of tae toes tvitn fanning A con- 
binanon of suca stimuli reproduces the same aiteraataig 
srrmgs of moTemeat in foot or naad tnat occur spontane¬ 
ously as ataetosis in tae same panent. Their long persist¬ 
ing tome propnocepnve after action heigatens tae emsnag 
ngiony to oeierntme tae cerresponamg ovstomc attrtcae. 
In most types of ataetosis tae reactions in tae nanu are 
biased m favour of avo.tnng ana tnose m tae foot m 
fevoJT of graspmg This pattern is taat of me unceriving 
hemiplegic cvstcnia. Comcicenr trim the release of 
fedLtatea grasping ana avmaing reactions the musdK 
aenvatea tr* ta^e reactions are femna to esmhit plastic 
stretca responses The ccnaiuon tnat has cetermiaea 
release of coarse contact responses nas also lea to over- 
sensiumy of me propaocepnve reactions normaTlv 
triggered by contact stimulation- The conSict of stretca 
reactions repr^entea by plasnc ngicity parallels the 
anmgonisnc conmc: reactions 
In. me ngicitv ana tremor of parkinsonism tae same 
fectors are operative, for a cismlly movn^ contact stimulus 
in tae palm of me cana prolongs me Semon phase, ana on 
tae dorsum of the angers it lengthens the extensor pnase. 
of tremor In manv cases of artenosdetoac pariansonism 
■vvitnoat tremor a couole sumulaaon of oota corsum ann 
palm of me nana by s oistally moving contact tvim me 
esanmer s nands will inauce 3-20 oeats of typ.cai parsan- 
sonian tremor 

Pauents wim postencepnahtic cys tom c states often 
show me phenomenon of ‘ ocinogvnc crisis In suen a 
panent, instructed to Itxu; forward a co ar se moving 
stunulus in the sensm^-e visual held (as in ng 12a. waere 
me upper left Sdu is sensitive) mav mauce a slow tonic 
cemaaon of me eyes towards me snmulusj followed by 
persistent tome innervation of gaze m mat cirecnon for 
a halt to two nunutes associated warn the fiuttenng tome 
dosureofmehds tvpicsl of spontaneous oculogync crises 
was also ao*ed mat at times tpig patient walked wnn me 
left arm sttSv estenaec beruna nmij ana the hana ngntly 
denchea (fig 12o) At otaer timK me left arm was semi- 
fiesea ta front of him wim parkmsonian tremor The 
aaequate stimulus for mis aononnal extension of me arm 
was rotauen ct me heaa (or waole panent) to me left (but 
not to me ngat) The cnange in awr posture assocratec 
with passive rotation to me left is saown m fig 12c 
This extenaea retractea posture of the arm for long 
ptnoas also occurs in otaer types of s^mental aystcnia 
afieenns me arrUj causing it to be stronglv fiexea wnen 
ting sup-ne, and graauailv o-erexienaea ana retractea 
watn me panent stands or leans forwara wim me face 
do—nwara. The operative stimulus wim long-lasnng 
eSect IS laDynnm-ne. 

Ccmntrvanon ct antagonists during attempted volun- 
nio~emenr m ataetosis ana caorea was mouant b~ 
'iX'ilsca (1025) -o represent me pnmarv c-soraer of tno*or 


function m taese states Our invesnganon indicates tnat 
eacn sudi spasm is an exaggeranon and conSict of the 
normal reSex factors essential for all movement. If it is 
agreed tnat projectea tactile and visual grasp.ng and 
Evo.ding reactions are an essential suDstrate for all pro- 
)ectea movements of the upper bmOj and as such are the 
basis of learned purposive movements of the hand m me 
infant. Tm«: special cuSculty with ‘ wiEed ” or “ volun¬ 
tary ’ movement disappears 

Some further understancung of me fundamental phvsto- 
logical factors mat are m conmet is to oe gained from 
experiments 

I-esions of the Basal Granglia m the Monhev 

It is possTole to proauce bZateral electrolvtic I^ons up 
to 3 TPT7I m diameter m me cauaa*e nucleus putamen or 
globus palhaus of me monkev wimout anv odvious eSect 
on benaviour ^Te have ourselv^ in Boston conarmed 
in this way me ooservanons of Ranson ana Berrv (1941) 
Kennara ana Fulton (1942) and Laursen (1955) In tnis 
respect me obssrvanen of Carpenter et ah (1950) regarding 
me necessity for cestrucuen of at least 20"o of the volume 
of me submalamic nudeus to produce svmptoms evidently 
holes for mese omer structures 
Ccuaazc Xadrjs 

BScteral cestmeuon of me caueme n-deas in me monkev 
proaucea by sucaon mroi-gc. a smell mnnon m me prenontal 
region jurt lonral to area S xesLi'ea m a remarsable canape m 
cenanour From me first reco-er" from anssmesia me wii-r^t 
scowea resdess paong mo~emeat u? ana co—a me cats wall of 
me cage:, face* me wall waenever me essnuner entered me 
itxim- '^Tmm a few hours this benaviour aherantea wim a few 
s*eps to the left s-ae of me frorr of me cage to loo.=: out, men to 
me oaax wall men again to me from of ms cegs, snn so form 
SIX or agm tsraes, and men mere was renewed paong up and 
cowa fkcmg me cack wall This r~pe of restlessness con- 
tmuea car cy dav On me mrra potoperatire cay it was 
ooservea tan if me examraer pm a nana or omer object on or 
near me coor me anmaf mmea immea-stel- ana jumped a: 
me objectj ana men jempea back to me cam of me cage and 
contmaea pacing as before. In me following twelve weeks me 
paong to me coor graauall" became transformed m*o a circung 
of me cage, alwa-s psnsing — omentanilv m me same place near 
the coor somenmes pammg once to pace me cam wall but 
often cniv paurmg to look at me walk If me monke- was 
exorea me full aircmmsms were repeated in me form me- 
Srst appeared- Except for mese aononnal rao-ements mere 
was no caange la tenexes monan it was. e.mcnlt to obtain 
mranctrre graspmg or avoiamg responses m me monm nancs. 


xivperacavrw following cestruenon of me cancate nudecs 
has been viewea (Metder 1042) as equivalent to r:—i waicn 
follows bilateral frontal aolanon. There is nowe-er an impor¬ 
tant cistmcnon. In earlier wonx we fotma mat h-per a ct i vn;' 
after fr ontal -lobe aolanon was cetemmec by connralsive touac- 
mg- The anunal wm erperaenw— after odateral cancate 
lesions was ennrelv cmerent. It too conenoKu a compulsive 
behmoural pwcaenace. but m.s was related enarer' to me 
presence of otners—usudiv tae oo^ewer anc, to a less degree, 
a strange monkev It cad no metSe compnlsions cut ins^a 
It SCO—ea a nmr.oer of visucl compulsions of wn.cn vimal 

werememov oo~iout It folio—sth"mecsuaatenc.frei.siniis* 
normallv ce concerned in the mtegramre calance of responses 


to td' iromne ntrl contact s'.i.'.'’.i.b —nn mose of vistni context, 
ftimrar- 

Ricnter and eduver (19,r^} report an cr^er'ution for tf* ' * * " 
hours of a monke" in wn.cn necroos in me caudate nnaei-s and 
pu. > :.., m of ocm sides naa occurredafrer a I wrr -iv convulsive 
^ta*e. The a r . imrl presentee a ‘ mclam.c pevnire wnen ban* 
on IIS sine, witn fiexcon of me impermost bmos ana myr-v—i 
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of the undermost, and both upper extremities and digits were 
strongly flexed m other posmons Neck reflexes were present 
It IS most difflcult to place large lesions limited to the putamen 
In our experiments in Boston we have succeeded m placmg 
elearolytic lesions 4 mm in diameter bilaterally in the rostral 
putamen, together with 2 mm lesions m the middle of the 
putamen, m 2 monkeys The animals thereafter always stood 
in a stiff attitude, but when examined in a chair they showed 
only a soft yieldmg rigidity m all hmbs, without consistent 
abnormality of posture When suspended m space by graspmg 
the body all the limbs stiffened, the upper m flexion and the 
lower m extension In w'alkmg the feet were frequently mis¬ 
placed The tactile placmg reaction, by which the blmdJfolded 
animal reaches out to explore a contact with hand, foot, or lip, 
was performed very poorly Visual placmg was w ell performed 
in all limbs The grasp reflex was very intense m both hands, 
but instmaive oriented graspmg was absent There was a 
marked avoidmg response m both feet Hopping and optokinetic 
responses were brisk, and labyrinthme postures w ere very active 
when the ammal was suspended We conclude, therefore, that 
the body of the putamen is concerned in contactual reactions. 



ric 13—Dllalcral lesion of Inner slobus pollidus In monkej 
To «*'o s ii.' the f c- on dvston a, and (h) failure o'" righune in a 
f-ce fall 


and that when these are impaired more general labtnnthine 
and body-contact reactions are released 


Globus PaUidiu 


Electrolytic lesions of the globus pallidus, successful!) placed 
so as to destroy most of the efferent pathwa>, had a most 
remarkable result m 3 of our monkets Immcdiatcl) after 
recovery from anaisthesia 2 monkeys were unable to stand, and 
they lay m a posture of general flexion The hands and feet 
were qmte useless for the first three to five dajs, being held 
with elbows, knees, and wrists flexed, ankles dorstflexed, and 
the fingers and toes flexed The mouth was tightly shut, and 
the )aws were clenched Any attempt to extend the limbs while 
the ammal was Ijmg encountered a resistance that caused the 
limb to fly back to the original posture when released (fig 13a) 
There was failure of effeaive righung except for an intensifica¬ 
tion of flexion of all limbs when the body lay in contaa with a 
surface When raised m air the monkey extended the fingers 
and toes a little, with a series of myoclonic jerks in the flexors 
of the upper limbs and extensors of the neck An> contact with 
the lips caused the mouth and jaw to be closed tightlj Food 
introduced into the mouth by tube was swallowed, but the face 
was expressionless, and the ejes, though open, appeared to fix 
on the examiner only w ith difficulty The resemblance of this 
posture to that observed in cases of carbon-monoxide poisoning 
is remarkable 


Durmg survival periods of seventeen and twentj-one days 
the animals learned to walk It was then apparent, that though 
gait was relauvely normal in rhythm, the feet were often turned 
over and poorly placed, and the limbs were overflexed There 
was complete absence of both visual and tactile placing, and of 
tactile grasping and avoiding in both hands and both feet The 
hands were not used to bring food to the mouth There 
remamed a failure of normal sequence of righting reflexes from 
the recluung posture After the first w cek the animal learned 
to right itself by a convulsive jerk, and then it stood in a stiff 
attitude, from which it fell easily If dropped in air upside 
down. It failed to right itself durmg the fall (fig 13b) When the 
monkey met an obstacle, parucularly when walking into a 
comer, the head would be lowered and the neck flexed until the 
top of the head rested on the floor The animal would remain 
m this pccuhar atutude for as long as five mmutes This was 
traced to weakness of body-righung reflex, acung on the head 
The lesions were incomplete, havmg destroyed about half 
of the inner globus palhdus, part of the related frontopontine 
tract, and all the ansa Icnticularis and lenticular fasciculus In 
other animals it was found that, if any of the efferent pathway 


escaped dcstrucuon, the effect was very slight 

The peculiar behaviour and postures of an animal with an 
mner globus-palhdus lesion was in tlus way traced to loss of all 
placmg reactions, labyrinthme righung reactions, and opuc 
nghung rcacuons, m associauon with a vcry intense tome body- 
contact response, Icadmg to flexion of limbs and of both hands 
when the body made broad contact with a surface Anotlicr 
ammal with lesions that on one side damaged the outer globus 
palhdus, and on the other severed tlic outer ansa lenucularis, 
presented a hemiplegic dystoma when lyung, with extension of 
all limbs when suspended in air (fig 14) Placmg and gnsjimg 
were absent Labyrinthine rcaaions were overacuve, and it 
could right Itself slowly when falling blindfolded m space 
This indicates that the bundles of nerve-fibres entering Hu: 
globus palhdus from the thalamus must serve the labyrinthine 
nghung-reflex funaion that was absent m the first animals 
After makmg these observauons we found that Richter 
(1915) had reponed the produaion of svmmctncal necrosis ot 
the globus palhdus m monl ev s by exposure to carbon-disulplude 
gas His monkeys presented manv of the postures describe 
above, wath marked mtenuon tremor in addiuon Tlicrc wa 
plasuc ngidirv of the limbs Tonic neck reflexes could not o 
obtained, and the animal was unable to cat The 
the globus palhdus was extensive In 2 of 5 ammals 
stanua nigra wws cavitatcd, but this did not alter the ^^ 
Milder changes were found in the subthalamic 
ludci, and m one ammal n the hvTothalamus Uur o -ai 
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short of the external elastic membrane The raw edge of the 
cut was grasped with a pair of forceps, and the mtima, together 
with most of the media, was easily peeled off from the adventitia 
The circle of Wilhs offers special difficulties the bram 
arteries are even smaller and have a thinner wall than the 
coronary artenes It is not essential to remove the adventim, 
which is very thm, and appears on histochemical exammation 
to contam no hpids The artenes were rmsed m a physiological 
salt solution to clean them from adherent blood and clots, held 
tenaciously m the narrow lumen The arteries were trans¬ 
parent m the isotomc salt solution, and the degree of athero¬ 
sclerosis could therefore easily be defined and recorded (fig 3 
of WHO 1958) 

The aortas in the previous mvestigation were divided mto 
four groups accordmg to the degree of atherosclerosis 

Stage o no atherosclerotic lesions discernible at a magnification 
of X 10 

Stage I fatty streaks and/or spots present 
Stage n fibrous plaques and/or atheromas present 
Stage III lesions as above, with additional complications—e g , 
ulceration, necrosis, haemorrhage, thrombosis 

The coronary and bram artenes were divided mto two 
groups o/i (undiseased or hardly diseased) and ti|lll (severely 
diseased), correspondmg to combmauons of the stages as 
defined for aona Smce the analysis of variance of the percent¬ 
age composition of aortic hpids and of the fatty-acid percentage 
qf the aortic cholesterol esters and glycerides showed a high 
level of significance only for the differences between the stages 
o and I on the one hand, and the stages ll and ill on the other 


TABLE I—COMPOSITION OF LtPIDS FROM CORONARY-ARTERY 
PREPARATIONS AT DIFFERENT STAGES OF ATHEROSCLEROSIS 



Stage of disease 


O/I 

U/IU 

Number of samples 

10 

14 

Average age (years) 

i 20 

47 

Average weight of hpids analysed (mg ) per sample 

30 

63 

Lipids as percentage of dry tissue (mean) 1 

20 6 

22 3 

Mean percentage composition of hpids 



Phospholipids 

28 4 i 

32 1 

Free fatty acids 

67 

49 

Free cholesterol 

6 1 

11 9 

Cholesterol esters 

88 

24 6 

Triglycerides 

49 7 

26 6 

Percentage phosphorus in phospholipid fraction (mean) 

1 62 

2 06 


(Bottcher et al 1960), a companson of the groups o/i and ii/ni 
should reveal most of the important trends m the course of the 
disease 

No material was used from persons who had been suffermg 
from diseases known to be associated with gross disturbances of 
lipid metabolism An excepuon was made for a circle of Wilhs 
from a diabetic patient, which was the only severely diseased 
circle we have met with In the specimens we have exammed, 
the bram artenes were not affected to the same extent as were 
the aorta and coronary artenes As table III shows, the average 
I age of stage ti/i of the circle of Wilhs is much higher than the 

j correspondmg figure for the aorta and the coronary artenes 

^ It was possible m only a few stage H/iil cases to analyse hpids 

j from the artenes of smgle mdividuals Most of these small 
^ arteries yielded no more than a few milhgrammes of hpids, and 
the stage o/l “ samples ” referred to m tables IV to vii are 
t actually pooled hpids from up to five coronary or bram artenes 
j For stage ll/in, two arteries usuallj yielded the reqmred 

I Amount (at least 20-30 mg ) of hpids The arteries were stored, 

j until the arrival of complementary material, m the freeze- 

i dncd state under methanol-chloroform at — 25°C 
I Methods of anah sis of the hpids w ere as previously desenbed 

, l (Bottcher et al 1959a, 1960) The prepared matenal was freeze- 
! dned and extracted wnth methanol/chloroform (1/2), and the 
. s^^iPAct purified over a column ofpowdered cellulose Thehpids 

, ^ were divided mto phosphohpids, free fatty acids, cholesterol 


TABLE II—COMPOSITION OF LIPmS FROM BRAIN-ARTERY (CIRCLE 
OF WULLIS) PREPARATIONS AT DIFFERENT STAGES OF ATHEROSCLEROSIS 



1 Stage of disease 


1 O/I 

[ ii'iii 

Number of samples 

8 

9 

Average age (>eais) 

48 

63 

Average weight of hpids analysed (mg ) per sample 

21 

52 

Lipids as percentage of dry tissue (mean) 

16 1 

20 0 

Mean percentage composition of hpids 

Phospholipids 

Free fatty acids 

Free cholesterol ■ 

Cholesterol esters 

Trigljccndes 

58 2 

57 

9 3 

75 

20 0 

37 5 

4 1 

14 7 

28 1 

16 0 

Percentage phosphorus m phospholipid fraction (mean) 

2 17 

2 41 


esters, and glvcerides plus free sterols The fattv-acid mixtures 
obtamed from the four fractions were methylated and their 
compositions determmed by gas/hquid chromatography over 
polar (maleic acid/adipic acid/ethylene glycol polyester) and 
non-polar (Apiezon L) stanonary phases 

Statistical evaluation of the results was not considered 
necessary The major differences noted were all so large 
compared with the range of values in each group that they were 
undoubtedly of sigmficance Furthermore, most of these 
differences between o/l and li/lll arteries are m the same sense 
as those observed for aortas Where this is not the case, and 
where the differences are comparable with the mdividual 
variation, this fact is notea m the text These latter results 
should be regarded as prelunmary mdications of trends that 
have to be more fully exammed 

Results 

The Ltptd Composmon 

The mean hpid compositions of the stages o/l and 
ii/m of the coronary artenes are presented m table i, and 
of the bram arteries m table ii A comparison between 
coronary arteries, bram arteries, and aortas is given m 
table III 

The percentage of hpids m coronary and bram artery 
tissue IS much higher than m the aorta, both in the im- 
diseased and atherosclerotic stages Whereas there is a 
threefold mcrease (from 3 6% to 10 9%) from stage o/l 
to stage ii/iii m the aorta (Bottcher et al 1960)—an 
mcrease which has been noted as the most charactensne 
feature of aortic atherosclerosis by many earher workers— 
the smaller arteries have imtially about five times as much 
hpid as the aorta and this percentage mcreases by a com¬ 
paratively small amount with mcreasmg seventy of the 
disease The final value is, however, highest m the coro¬ 
nary artenes and lowest m the aorta These figures show 
a wide venation from sample to sample, and too great 
rebance should not be placed on them as a basis for bio¬ 
chemical mterpretations The composition of the hpids 
obtamed is, however, much more constant withm each 
group (o/i or Il/lll) 


TABLE III—COMPARISON OF PERCENTAGE LIPID COMPOSITION 
IN DIFFERENT ARTERIES 


1 

Aorta 

Coronary 

arteries 

Circle of 
WiUis 

Stage 1 
O'l i 

Stage 

il/ni 

Stage 

O/I 

Stage 

ll/iil 

Stage 

1 O/I 

Stage 

il/ni 

Average age (years) 1 

1 i 

( ” 


47 

j 48 

68 

Phosphohpids I 

58 0 

1 33 5 

, 28 4 

32 1 

58 2 1 

37 5 

Free fatt> acids 

8 0 

20 

' 67 

1 49 

57 I 

4 1 

Free cholesterol 

10 1 

19 4 1 

1 6 1 

j 11 9 

9 3 1 

147 

Cholesterol esters 

88 

36 1 

8 8' 

24 6 

75 

1 28 1 

Tnglj cendes 

[ 15 0 

10 6 

^9 7 

[ 26 6 

20 0 j 

16 0 

Percentage of phosphorus in 


1 


1 



phosphohpids 

2 67 

1 2 74 

1 


j 2 06 

2 17 

2 41 


1164 NOVEMBER 26, 1960 


ORIGINAL ARTICLES 


THE LANCET 


A Striking characteristic of the lipids from the coronary 
arteries is the high percentage of triglycerides, which pre¬ 
dominate over all other hpid fractions—even over sterol 
esters m stage ii/iii, in spite of the higher percentage of 
the latter in the more severely diseased arteries The per¬ 
centages of phosphohpids and of free fatty acids are not 
sigmficantly different at the nvo stages 
In the circle of Wilhs, the hpid composition and the 
changes of hpid composition show the same patterns 
as in the aorta, except that the fall in the percentage 
of free fatty acids is less marked These results are in good 
agreement with those of Buck et al (1954), who found 
that when the hpid contents are expressed as weight per¬ 
centages of the cerebral artery tissue, the only differences 
which correlate with the disease are those m free 


TABLE IV—CHOLESTEROL ESTERS OF DIFFERENT ARTERIES CHANGES IN 
MEAN PERCENTAGES OF INDIVIDUAL ACIDS AND COMBINATIONS OF 
ACIDS WITH ATHEROSCLEROSIS 


— 

1 

Aorta j 

1 

Coromri 

arteries 

Circle of 
W'lllis 

Stage 1 
o/i 1 

Stage 

Hint 

Stage 1 
o/i 

! Stage I 
: ir/iii 1 

Stage ' 
O/I i 

Stage 

n/ni 

Kumber of s'lmples 

12 I 

11 

3 

5 1 

3 

5 

M^risuc (14 0) ! 

1 8 

i 1 3 

3 6 

20 

30 

15 

Palmitic (16 0) i 

18 8 

1 13 5 

18 6 

15 3 

19 5 

14 0 

Palmitoleic (16 1) 

7 1 

54 

11 0 

66 

11 9 

80 

Stearic (18 0) 1 

47 

1 8 

55 

23 

49 

30 

Oleic (18 1) 

31 0 

1 29 3 

27 5 1 

1 29 7 

24 1 

36 4 

Lmoleic (18 2) 

27 3 

35 5 

18 2 ' 

33 6 

19 1 

25 5 

Eicosatrienoic (20 3) 

1 9 

26 1 

09 1 

1 5 

to 

I 9 

Arachidonic (20 4) 

1 24 

49 

1 23 j 

25 

1 ^ ® 

! 30 

Saturated 

27 1 

17 9 

33 1 ' 

22 2 

34 4 

20 5 

Aionounsaturated 

39 8 

35 8 ’ 

43 8 , 

38 5 

' 40 7 

471 

Polj'unsaturated { 

33 1 : 

1 

46 3 1 

23 1 ' 

39 3 

24 9 

32 4 


cholesterol, cholesterol esters, and the percentage of 
total cholesterol which is estenfied 
The changes in the percentages of the hpid fractions 
with increasing atherosclerosis therefore show the same 
trends in all three tj'pes of artery (except that the phos- 
phohpid percentage does not fall m the coronarj arteries) 
In order to faahtate comparison of results ivith those of 
other authors, the mean percentage of phosphorus in the 
phosphohpid fracnon has been added to tables I, Ii, and 
III Most authors base their phosphohpid percentage on 
an esnmated phosphorus content, muluphed by a factor 
(25 or 26) which is based on a supposed average phos¬ 
phorus content of 4% m the phospholipids Our phospho¬ 
lipids are determined granmetrically and the phosphorus 
content is always much lower than 4% It is our behef 
that phosphohpids of low phosphorus content (hpopep- 
tides) form an essential part of the mixture and should not 
be neglected For comparison of cholesterol/phosphohpid 

TABLE \—GLICERIDES OF DlFFERENn ARTERIES QIANGES IN MEAN 
PERCENTAGES OF INTHllDUAL ACIDS ANT) COMBINATIONS OF ACIDS 
WITH ATHEROSCLEROSIS 


Aoru 


Coronar> Ofcle of 
arteries Willis 



Stage 

Stage 

Stacc 

Stage 

Stage 

Stage 


0 I 

II III 

0 r 

11 III 

0 X 

11 lit 

\umbe samples 

12 

11 

3 

4 

4 

5 

M^nst c ‘'14 0) 

36 

3 1 

34 

2 9 

42 

28 

PaWi 1 16 0) 

25 -* 

22 3 

21 2 

23 3 


21 S 

Pal- idc: '\(s 1) 

5 M 

5“ 

6 S 

6 7 

70 

65 

Stea 1 IS 0) 

11 4 

- 3 

60 

5 3 

103 

72 

O’ . 1) 

33 2 

37 S 

•*6 5 

41 S 

2^0 

33 9 

Lm-'V tis 2) 

10 I 

11 7 

78 

10 1 

S 

n 2 

Ei^c a (20 3) 

0 7 

1 1 

0 3 

0 5 

03 

1 2 

A 2 (20 4' 

2 7 

3 1 

04 

1 7 

1 9 

36 

Sa'x.'a -d 

•»3S 

35 0 

3^ 2 

34 0 

•.‘5 3 

35 5 

M - cd 

11 1 

*.5 6 

56 6 

50 5 

38 3 

13 5 

r ’ a -d 

15 2 

19 1 

92 

152 

33 4 

2J 0 


TABLE VI—FREE FATTI ACIDS OF DIFFERENT ARTERIES CIUNGES IS 
AIEAN PERCENTAGES OF INTHUDUAL ACIDS ANTI COMDISWIOSS OF 
ACIDS WITH ATHEROSCLEROSIS 


— 

Aorta 

Coronarj 

arteries 

1 Circle of 
> W iliii 

Stage 

j O'l 

Stage 

Win 

Stage 

O/I 

1 Stage 

I II'm 

j Stage 
! O'l 

1 Stage 

1 n HI 

Number of samples 

1 12 

10 

3 

4 

1 3 

1 5 

M%nstic(14 0) 

24 

1 8 

13 

23 

i ' ^ 

1 20 

Pnlmitic (16 0) 

20 1 

17 9 ! 

14 8 , 

20 7 , 

19 7 

1 160 

Palmitoleic (16 1) 

34 

39 

45 

44 

35 

39 

Stearic (18 0) 

17 4 

15 2 

12 3 

13 3 

13 7 

ll 1 

OlcicdS 1) 

23 0 , 

23 2 

28 4 

23 6 

24 1 ; 

32 3 

Linoleic (18 2) 

182 1 

17 5 

27 3 

26 2 

27 3 1 

22 5 

Eicosatnenoic (20 3) 

i 09 

1 8 

0 1 

01 

1 03 ^ 

06 

Arflchidomc (20 4) 

68 

10 8 

05 

02 

08 j 

20 

Saturated 

43 2 

37 3 

32 3 1 

39 6 i 

39 2 

' 33 5 

Monounsaturated 

27 8 

28 7 

36 9 

30 1 

30 0 

38 6 

Pol>'unsaturatcd 

29 0 

34 0 

30 8 

30 3 

30 8 

27 9 


ratios, &.C , allowance can be made for this difference m 
method by means of the percentages quoted 
The Fatty-acid Composition 

To save space, tables showing the complete fattj-acid 
compositions of fatty acids from all hpid fractions are not 
given “ The acids found were the same as those shown 
for aorta hpids in table ii of Bottcher et al (1960) 

In table iv to vii comparisons have been made between 
the aorta, coronary arteries, and the circle of Willis with 
respect to the fatty acids occurring to the extent of more 
than 2% of the total, and to the sums of the percentages 
of saturated, monounsaturated, and polyunsaturated acids 
from each hpid fraction It can be seen that each hpid 
type has its characteristic fatty-acid pattern, which is in 


TABLE VII—PHOSPHOLIPIDS OF DIFFERENT ARTERIES CHANGES IN MEAN 
PERCENTAGES OF INTHVIDUAL ACIDS ANT) COMBINATIONS OF ACIDS 
AVITH ATHEROSCLEROSIS 


j Aorta 

Coronar> 

orteries 

Circle of 
Willu 

1 Stogc 

1 O'l 

1 Stage 
II'III 

1 Stage 
' o'l 

Stage 

ii/iit 

Stage 

O'l 

1 Stage 

1 H Ill 

Number of samples ] 9 

1 

1 3 

4 

4 

1 4 

Palmitic (16 0) ' 26 5 

Palmitoleic (16 1) 11 

Stearic (18 0> 1 19 3 

OIcic(18 1) ‘ 13 1 

Linoleic (18 2) 1^7 

Eicosatnenoic (20 3) 1 9' 

Arachidonic (20 4) 10 0 

1 29 8 
! 1 0 
i 15 0 

1 9 8 

1 4 1 

18 1 
84 1 

! 24 6 
27 
14 4 
20 8 
55 

1 7 ; 

94 

33 1 

1 ^ i 

14 8 1 
12 4 j 
44 ! 
I 4 1 
66 { 

24 3 

1 9 
17 6 
15 7 
32 

1 6 
73 

33 2 
17 

13 5 

12 1 
44 
OB 
44 

Bchcmc (22 0) j 2 5 ' 4 5 ' 1 8 | 

Docoscnoic (22 1) '10 1 0 ' 05 , 

L/gnoccnc (24 0) 3 6 6 3 1 8} 

Tciracoscnoic (21 1) 1 4 4 0 1 2 j 

23 1 
34 
30 
52 1 

28 

19 

72 

35 

35 
i 12 

' 71 
60 

Saturated 57 3 61 6 48 5 | 58 0 I 

Aionounsaturated 17 5 16 6 27 5 j 23 5 

Polyunsaturated 25 2 21 8 24 0 } 18 5 j 

56 3 1 62 2 

24 3 ' 22 5 

19 4 1 15 3 


general similar to the corresponding aortic fracnon, 
although there are a few significant differences 

The cholesterol ester fatty acids (c E F A ) of the coronar) 
arteries change with increasing degree of atherosclerosis 
m the same wa> as do those of aorti, but the increase of 
pclj-unsaturated fatt> acids is even greater, cspeciall) ihG 
rise in hnolcic acid The figures gw cn for stage o/i arc the 
mean of three analjscs, two of them from coronao 
artencs with a mean age of 6'/. 'cars, and the third with 
mean age 21'/! There was a considerable differ¬ 

ence beroeen* the cefa of these preparauons at 
apparcntl> the same stage of atherosclerosis The a oungc' 
arteries gTAc a mean percentage of 13 0 for linoleic, 1/ 
for pol>unsatura ied aads, so it seems that ther e isJ 

• MjI ir-aph'd copies of the e labl-i m3> be bed frou Tie IJ- er* 
O'^ee, 7, Ad-m St-ec , Lo-don, W C 2 
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relanonslup 'between the composition of the cee A and 
age of the subject 

The results shown are not m agreement with those of 
Lewis (1958), who found a total of 81% saturated and 
oleic aads m the c E F A of atheromatous coronarj’ artenes 
The nse m cholesterol-ester, hnoleic, and total polyun¬ 
saturated fatty aads of the brain artenes is less than m 
the aorta and coronary artenes Monounsaturated acids 
increase owmg to an mcrease m oleic aad, whereas m 
aona and coronary arteries there is hardly any change 
The changes m glyceride fatty aads of the orcle of 
Wilhs are the same as m the aorta—a fall in saturated 
aads balancmg a nse m pol 3 runsaturated fattj aads The 
coronarj' anenes, on the other hand, show httle change m 
their glycende saturated acids, the mcrease m polyun¬ 
saturated aads bemg compensated by a small (not 
si gnifi cant) deaease m monoimsaturated aads The high 
content of oleic aad, both m stage o/i and m stage ii/iii 
coronary anenes, is worthy of note The composition of 
glycendes from the abo\ e-menaoned older example of 
stage o/i was not nouceably different from the others 
Tht free fatty acid composition of coronary artenes and 
of the circle of Wilhs is shghtly different from that in 
aortas, particular features bemg the higher content of 
hnoleic aad and low'er content of arachidomc aad m the 
smaller artenes The changes with stage of atherosclerosis 
are also different m the coronary artenes saturated aads 
(m particular palmitic aad) maease, and monounsaturated 
aads decrease In the circle of Wilhs exactly the reverse 
takes place This is m contrast to the changes m free 
fatty aads of aorta, which parallel those m the c e f A and 
glycendes, though at a low level of significance 
In the phospholipid fraction the summations of the fatty 
aads change m the same way m aU three types of artery 
the already high percentage of saturated fatty aads m 
stage o/l maeases still further with atherosclerosis, there 
IS no change or a shght deaease of monounsaturated and 
a deaease m polyunsaturated aads These changes, 
coupled with the observed vanation of mdividual aads, 
can be attnbuted to an maease m the sphmgomyelin con¬ 
tent of the phosphohpids (Bottcher et al 1960) Sphingo- 
myehn fatty aads are charaaensed by a high percentage of 
palmiuc aad, a relatively small percentage of oleic aad, 
and the presence of considerable quanuties of aads with 
more than 20 carbon atoms— m ainl y behemc, docosenoic, 
hgnocenc, and tetracosenoic aads (Bottcher and van Gent, 
m the press) The minally low percentages of these 
higher aads, and high percentage of olac aad, m coro¬ 
nary artenes mdicate that the undiseased or hardly 
diseased coronary arteries possess a low content of 
sphmgomiehns 

Discussion 

Lipid Composition of the Three Types of Artery 

The most striking feature of the hpid compositions 
exanuned is the high tnglycende content of the coronary- 
artery hpids It is temptmg to speculate that tnglycendes 
may be of importance m coronary'-artery metabohsm and 
disease, espeaallj as Schrade et al (1959) base observed 
a high plasma-tnglycende le\el in panents with a history 
of coronary disease 

Almost all the changes m the hpid compositions show 
the same trend m the three types of artery with maeasmg 
atherosclerosis In this sense the present results do not 
change the general picture of the disease built up from 
studies of the aorta 


Fatry-ocid Compositions 

The nse m the average percentage of hnoleic and aU 
polyunsaturated cholesterol esters from coronary and bram 
artenes is not m accordance with the hy'pothesis which 
states that the formation of atheromatous deposits is due 
to the deposition of relatively tmsaturated cholesterol 
esters 

Cholesterol esters could be deposited from the plasma 
m a non-specific way, but this seems less probable than 
It did m the case of the aorta (Bottcher et al 1960) smce 
the percentage of dienoic aads does not reach the same 
value as that m the plasma C E F A of atherosclerotic 
patients (Schrade et al 1959), espeaally as far as the 
orcle of WiUis is concerned One may conceivably 
speak of a bamer—a lower permeabihty'—to poly^- 
unsaturated cholesterol esters for the bram artenes On 
the other hand, the diseased arcle of Wilhs from a diabetic 
patient showed a high percentage (28 4%) of hnoleic aad, 
though this was still not as high as m stage ii and iii 
aortas Most of the mdicanons are, therefore, that higher 
degrees of atherosclerosis are assoaated with higher 
percentages of cholesterol Imoleate 

The other correlation resembhng that found m aorta is 
the maeased sphmgomyehn content of the phosphohpids 
m the more severely affeaed artenal wall 

Changes m the glycende and free fatty-aad compo¬ 
sitions are too v'anable to admit of mterpretation at present 

Summary 

The analysis of hpids exttaaed from mtima/media 
preparations of relatively undiseased and of atherosclerotic 
coronary and bram artenes (circle of Wilhs) is descnbed 
The hpids were separated mto phosphohpids, free fatty 
aads, cholesterol esters, and glycendes plus free sterols 
The fatty aads obtamed from these four fractions were 
analysed by gas chromatography 

The nse m hpid content of these tissues with maeasmg 
degree of atherosclerosis is not nearly so great as m the 
aortas, perhaps because of the minally higher values m 
coronary and bram arteries 

The most stnkmg difference between the compositions 
of these hpids and those from aortas (Bottcher et al 1960) 
is the high percentage of tnglycendes m the coronary- 
artery hpids (table iii) The deaease m percentage of free 
fatty aads with mcreasmg severity of the disease, noted 
previously for aorta hpids, is much less marked m the 
smaller artenes Changes m hpid composition show m 
general the same trends m aU three artenes 

In the cholesterol-ester fatty aads, an maease m the 
percentage of hnoleic aad (and polymnsaturated aads m 
general) with maeasmg seventy of atherosclerosis was 
observed, as m aorta hpids, although the maease is less 
marked m the circle of Wilhs 

Changes m the composition of phosphohpid fatty aads 
mdicate an maeasmg content of sphmgomyelms m the 
phosphohpids m atherosclerosis, as m the aorta Gly cer- 
ides and free fatty aads show charaaensuc differences 
from those of the correspondmg fracnons of aortic hpids 
(for example, a higher oleic-aad percentage m coronary- 
artery glycendes and a lower arachidomc-aad content m 
the free fatty acids of both smaUer artenes), which may be 
of biochenucal sigmficance 

To reveal gross trends, the aorta may often be taken as 
a reasonable model for studies of atherosclerosis, but 
entire rehance on the information yielded may obscure 
important differences m detail evistmg m the smaUer 
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artenes—differences of which the significance has yet to 
be elucidated 

These investigations have been made viith the support of the 
NetherJands Organisation for the Adv ancement of PuTe Research 
(Z W O ) and the Netherlands Orgamsation for Health Research 
(T N O ) We are indebted to the Laboratory of Pathological 
Anatomy at Leiden for access to the necropsy material and facilities 
for rs dissection, and to Dr J Zeldenrust (State Laboratorj for 
Forensic Medicine, The Hague) and Dr P A1 BakLer (Zmdual 
Hospital, The Hague), for supplying much further material We 
gratefully acknowledge the skilled assistance of Mr L Barnard m 
the preparation of the arteries, and of Miss M Kooiman, Miss 
H A iM ter Haar, and Air G F G Clemens in the analytical work 
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MEASUREMENT OF RESPIRATORY EFFORT 
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INFECTIONS IN SMALL CHILDREN 
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Lower-respiratorjr-tract infections in children, which 
are a common cause of admission to hospital (eg, Holland 
et al 1960), compnse two mam syndromes—pneumonia 
and broncluohtis In bronchiolitis the respiratory airway 
IS usually considerably obstruaed, as shown by mter- 
costal and suprasternal recession, and, at tunes, wheezmg 
With the pneumomas, airway obstruction plays a less 
important part m the clinical picture The specific treat¬ 
ment of these low er-respiratory-tract infections is well 
described in the textbooks, but no measurements of the 
effects of bronchodilators have been reported This study 
was designed to invesugate the bronchodUator effects of 
adrenahne m such infections 

Method 

Eleven children, aged 1 month to 4 years, with lower- 
rcspiratory-tract infections, were mvestigatcd 

Tlic method described by Domhorst and Lcathart (1952) 
for assessing the mechanical properties of lungs and air-passagcs 
was adapted for use in children Intraoesophagcol pressures 
were -ccorded b\ means of a water-filled poKcthvlcnc tube, 
of about 1 mm CNtermI diameter, attaclii-d to a Hansen 
capaatance manometer The free end was passed through the 
nose into the m.d-<c<ophagcaI repon Trunk expansion was 
measured bs a mercun-in-ruober strain-gauge plcthysmo- 
graph, cue limb o'" which was w'appcd around the cluld s chest, 

and the o lu- around the uppe" haK of abd omen _ 

• Prceert add c^s \l-di"a! Rc^-a-du-T u-ieil Statu ical Research 
L"'!!, Lc-do' Sc'-co! o'" H , Toopical Alcdicire, 
Kcppal Si-ee , London, W Of \ 


TABLE I—CESOPHAGEAL PRESSURES ANTI “ EFFORT ’ OF CHILDREN 
WITH LOWER-RESPIRATORY-TRACT INFECTIONS BEFORE AND AFTER 
TREATMENT WITH ADRENALINE 





Mean 






intraccsophageal- 

Rcspirator> 

Patient 

no 



pressure change 

e/Tort 

Age 

Diagnosis 

(cm 

water) 





Before 

After 

Before 

After 




treat- 

treat 

treat- 

treat 




ment 

ment 

ment 

ment 

1 (a) 
(b) 

^5 mos 

Bronchiolitis 

28 

16 

15 

5 

2521 

1494 

1615 

391 

2 

9 mos 

Bronchiolitis 

16 

10 

J4QJ 

1107 

3 

1 mo 

Pneumonia 

9 

10 

509 

576 

4 

2 mos 

Pneumonia 

12 

10 

378 

476 

5 

3 mos 

Pneumoma 

10 

7 

651 

603 

6 

3 mos 

Pneumonia 

15 

14 

1716 

15S7 

7 

6 mos 

Pneumonia 

12 

12 

549 

643 

8 

7 mos 

Pneumonia 

17 

13 

1261 

8 -.S 

9 

2 yr 

Pneumoma 

22 

16 

1533 

966 

10 

4ir 

Pneumonia 

27 

n 

1121 

750 

11 

4 yr 

Pneumoma 

35 

23 

1663 

960 


All measurements were made on each child witiun 3 hours 
of admission, and again on rccov cry Adrenaline was gn cn by 
deep subcutaneous injection, 0 03 ml of 1/1000 solution per lb 
body-weight 

The respiratory rate and intraoesophageal pressure was 
measured over 20-second periods of regular respiration The 
respiratory “ effort ” was calculated by multiplying the 
respiratory rate by the intraocsophageal-pressurc swing on 
mspiration (McIIroy et al 1954) 


TABLE It—RELATION BETWEEN RESPONSE TO ADRENALINE, DIAGNOSIS, 
ANT) SIGNS OF RESPIRATORY-AIRWAY OBSTRUCTION 


Patient 

no 

Respiratpry effort 
after treatment ("o) 

Diagnosis 

Signs of 
rcspiratorj 
airway 
obstruction 

1 (a) 

65 



1 (b) 

26 

[•Bronchiolitis 


2 

74 



8 

67 


[•Marked 

9 

63 



10 

53 



11 

58 



6 

92 

[•Pneumoma 

) 

5 

93 


ISIight 

4 

126 


J 

3 

113 


>Abscnt 

7 

118 


/ 


Results 

The results arc summarised in table I In seven of the 
twelve tests there was considerable decrease in respiratory 
“ effort ” after adrenahne The average rcducuon is 
highly sigmficant (0 001 < p < 0 01) 

If these responses to adrenaline arc correlated with the 
signs of respiratory-airway obstruction (tabic li), the 
greatest response is m the children showing the greatest 
degree of respiratory-airway obstruction This was also 



(a) Before ndrenallne (6) S minute* after adrenaline I- 

the reduetlon In Infraoesophoreal-jireiture iteini: b> about 4 ! 

and (c) on recoier> «ho»ln(: the normal prrtture ivrinc 
T'-lime marker in .-coadj, p p-ea'rograph, o - n!rr~ op -) 
prc-ni-e 
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demonstrated 63 ' the clmical response The benefit was 
not limited to patients with bronchiolitis The figure 
shows the changes m a child with pneumoma, although, 
as may be seen m table i, the greatest degree of airway 
obstruction was m the children with bronchiohus The 
impro\ ement in condition was seen an children of aU ages 

Discussion 

Intraoesophageal pressure is easy to measure m children, 
who are quite tolerant of the tube once it has been 
inserted In most of our cases, stvmgs m the mtraceso- 
phageal pressure were greater than the normal (5-10 cm 
water) AU the children w ere measured agam on recot ery, 
when mtraoesophageal pressures had returned to normal 
Use of the stram gauge to record trunk expansion helped 
us to assess the effect of the bronchodilator substances by 
givmg the respuatory rate and an approximate mdication 
of udal tolume, as described bv Domhorst and Leathart 
(1952) We were unable to measure air flow direcdy as the 
children would not tolerate apphcation of a mask or 
“ box ” We consider that the respuatory “ effort ”, as 
expressed by the product of mtraoesophageal-pressure 
swmg and respuatory rate is a reasonable measurement 
of the respuatory “ work ”, both before and after 
treatment 

Our results show that in bronchiohtis, and m some 
children with pneumoma, there is an element of broncho- 
constncaon that can be greatly reduced bv adrenalme 

It IS probably worth testmg the effect of adrenalme in 
all children with pneumoma and evidence of airway 
obstruction 

In those children m whom adrenalme was effective. 
It was given by mjecnon before feeds We found that 
isoprenalme 1 %, given via an atomiser mto the oxygen 
tent or box for periods of 10-20 mmutes m the hour, 
produced a response s imilar to adrenalme 


Summary 

IntratEsophageal presstues and trunk expansion were 
measured m eleven children with lower-respuatory-tract 
mfecnons before and after mjecnon of adrenalme The 
product of mtracesophageal-pressure swmg and respuatory 
rate was taken as a measure of respuatory “ effort ” 
Those children with airway obstrucnon showed consider¬ 
able reducnon m respuatory “ effort ” after adrenalme 

We should like to express our gratitude to the governors of St 
Thomas s Hospital for making a grant available from the Industrial 
Diseases Research Fund, to Dr J Forest Smith, Dr B D R 
Wilson, and Dr D G Cottom for permission to study children 
under their care, and to the sisters and nurses for their help m this 
investigation We should also like to thank Prof A C Domhorst 
fo" much helpful advice, and Mr M Ventom for technical assistance 
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If we have managed to rationalise the way we pay for 
oiu medical service, turning it from a )umble of sudden, 
catastrophic expenses and haphazard chanty mto a regular 
number of shillmgs per week, ts it ludicrously unreasonable to 
think w e could do the same with our legal system ^ And while 
the analogy is to hand, if a complex hospital operation can be 
set up when necessary m a matter of hours, is it so youthfully 
impetuous to suggest that legal cases ought to get to court 
before the passage of years and the advance of old age have 
wiped the witnesses’ memones completely blanks ”— Michael 
Frays G:tardiart, Nov 3, 1960, p 9 


IS RADIOLOGICAL EXAMINATION OF 
THE TWISTED AI^KLE NECESSARY’ 

J S Garfield 
M,B <2antab , M C P 
HOnSE-SURGEOS 

From the Camalti Department, St Mary’s Hospital, London, W 2 
This study was imdertaken to assess the value of 
radiology m deter minin g the treatment of mjunes of the 
ankle, and to define the mdicanons for such exammanon 
111 patients with twistmg mjunes of one ankle were seen 
by me m the casualtv department of St Mary’s Hospital 
WTthm twenty-four hours of mjury' Radiographs of the 
ankle m the neutral position were taken m anteropostenot 
and lateral projections Note was taken of the foUowmg 
factors 

1 Age, sex, and build 

2 Circumstances of the injury 

a Walking mjunes, which mcluded all twistmg mjunes 
sustamed while walking on level ground, without obvious 
cause, due to irregulanties of surface, unstable high heels, 
or kerbs and grass verges 
h Running mjunes 
c Falhng down stairs or steps 

3 The upe of mov ement of the foot and ankle at the time of 
mjury 

a A combmaaon of mversion, plantarflexion, and medial 
rotanoa at the ankle, subtalar, and nudtarsal jomts was 
termed an ttrverston tnjury 

b A combmation of eversion and lateral rotation was 
termed an eversion tnjury 

4 Disabihty after the mjury was assessed simply by whether 
the patient could walk, 

5 Pam, tenderness, bruising, and sw ellin g were described m 
terms of seventy and site 

6 Limitauon of movement 

Results 

Classification 

It became clear that three groups of mjunes could be 
defined 

1 Major fractures —^Radiographs showed bony damage 
requmng immobihsation m plaster to prevent displacement, or 
bony damage with displacement requmng open or closed 
mampulanoa and immobihsation m plaster 

2 Minor fractures —Radiographs showed mjunes such as 
fractures of the base of the fifth metatarsal or avulsion of 
cortical flakes from the malleoh, talus, navicular, or cuboid 
The results of treatmg such mjunes by strappmg only were m 
no case worse than those treated by immobilisanon m plaster 

3 Ligamentous tnjury toithout bony damage —It has been said 
that for satisfactory diagnosis of these mjunes anteropostenor 
radiographs must be taken with the foot held m forced inversion 
or eversion after mjecnon of a local analgesic mto the painful 
area The demonstranon of nltmg of the talus has been held to 
be an mdicanon for immobilisanon m plaster But m a busy 
casualty department it was impossible to take such radiographs 
as a routme measure Moreover, m the few cases which were 
so exaimned there was greater nit of the talus on the healthy 
side than on the mjured side It was decided, therefore, to 
dispense with such exammanons, and to treat all cases m this 
group simply by strappmg 

Analysis 

The next step was to determme whether a study of the 
clinical features as described could mdicate which panents 
were likely to have major fractures, which were likely to 
have mmor fractures, and which were unlikely to have 
bony mjury In the first group radiological exammanon 
would be a necessary prelunmary for treatment, m the 
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second and third groups it would be of medicolegal 
interest only 

Age 

The patients, aged 11-60, seemed equally hable to have 
major fraaures due to comparable types of mjury 

Butid 


The incidence of major fractures 

m relauon to build 

m pauents who had “ 

stair injuries ” 

was 

ButId 

No of eases 

No of major fracturet 

Fat 

10 

4 

Normal 

24 

0 

Thin 

13 

1 

Circumstances of Injury 

The number of major fractures associated with each 
type of injury was 

Ctreu nitanCiS 

No of patxenti 

No of major fractures 

^'Talking m)Uries 

37 

2 

Running inju les 

13 

0 

Stair iniuries 

47 

5 

MisccDaneous 

14 

1 


Of 25 patients of normal bmld who sustained “ walkmg 
injuries ” 2 had major fractures Thus, although fat 
people are more liable to major fracture, such fractures 
cannot be excluded by consideration of build and circum¬ 
stances of injury alone 

The “ miscellaneous ” injury which resulted in a major 
fracture was that sustamed by a skater of normal build, 
aged 23, the point of whose skate was firmly fixed in the 
ice as he fell with eversion of the foot (Fixauon of the foot 
to the ground at the moment of injury demands radiological 
examinauon) There is no doubt that any injury more 
severe than a “ walking ” one is hable to major fracture, 
and, irrespective of other factors, patients m these groups 
should all be examined radiologically 

Type of Movemcn: Causing Injury 

As all but 9 patients in this senes had inversion mjunes, 
no conclusion was reached about the relauv'e hkehhood of 
major fracture followmg inversion as opposed to eversion 
injury' 

Disability 

10 patients were unable to walk after injury, only 2 of 
these had major fractures The other 6 pauents with 
major fractures were able to walk Thus disabihty is no 
guide to the hkehhood of major fracture 

Pam 

The severity of pam did not correlate with the presence 
of major fracture Only near the base of the fifth metatar¬ 
sal did the seventy' and site of the pam suggest a specific 
minor fracture 
Tc! dcmess 

Onlv m the absence of tenderness can it be said with 
certamtv that a fracture is not present, in this senes those 
patients with the most tenderness over bony parts and soft 
tissues had no major fracture 

Tenderness over soft tissues rather than over bony 
points does not exclude a major fracture, and probably 
the absence of bony tenderness has been vvTongly rehed 
upon in the past to exclude a major fracture Only in the 
case of fracture of the base of the fifth metatarsal was 
the locahsauon of maximal tenderness anv sure guide to 
the site of fracture 

Bi I nrg 

The absence of biuismg did not exclude a major 
fratru'c, nor was bruising more sev ere m those pauents 
with majo- fractures 


Swelling 

All major fractures were associated with swelling, and it 
is probably safe to say that m the absence of swelhng a 
major fracture is not present Certainly the degree of 
swelhng is related more to the severity of soft-ussue 
damage than to serious bony damage, and the cases with 
most swelhng were not those with major fractures 
Limitation of Movement 

In none of the patients with a major fracture did the 
hmitation of movement differ from those with purely 
soft-ussue mjury 

Discussion and Conclusions 
Having considered the individual factors in twasung 
injuries of the ankle, can we define a group of chnical 
features which will indicate that a major fracture is not 
present ? 

Physical signs alone appear valueless, except for those 
patients with no swelhng at all, and it is unlikely that they 
will reach a doctor 

The least severe circumstances of injury in this senes 
were those of the “ vv allung ” type There were 33 pauents 
with this type of injury, in the 0-60 age-groups, of whom 
2 had sustamed major fractures 
The first was a man of 53, of normal build, who had 
suffered acute mversion of the right foot while walking in the 
street, and who had walked to hospital where he was found to 
have moderate tenderness m front of the lateral malleolus, and 
much swelling and bruising over the literal malleolus and 
dorsum Radiographs showed a horizontal fracture through the 
upper part of the lateral malleolus, with lateral and backward 
displacement of the lower fragment 
The second was a man of 26, of normal build, who had bad 
an inversion injury while walking along a siauon platform He 
had walked to hospital where he was found to have much 
tenderness and moderate bruising over and above the lateral 
malleolus, gross swellmg of all aspeas of the ankle, and moder¬ 
ate swelling over the lower third of the leg Radiographs 
showed a spiral fracture of the lower third of the fibula 
Excluding the 2 pauents with fractures of the base of the 
fifth metatarsal, there were therefore 31 pauents, below 
the age of 61, who sustamed “ walking ” mjuries Analysis 
of the abnormal physical signs m this group shows 

Bruuinr Tendemesx St^eUtne No of pauenn No of mo]Dr frocturn 

J- -r - 6 2 

_ j- 11 0 

- -r - 11 0 

_ _ _ 2 0 

j- - a. 1 0 

Thus only 6 pauents had a combinauon of moderate (or 
severe) tenderness, swelling, and bruising, these including 
the 2 cases of major fracture All the other patients m this 
group lacked one or more of these abnormal physical signs 
Therefore chnical features alone give an unequivocal 
guide to diagnosis in three groups of cases 

The absence of any suellmg is a firm mdication of the nbscnM 
of any significant bony or ligamentous damage whatever the 
circumstances of mjurv 

Tenderness localised to the base of the fifth metatarsal is a 
sure mdicanon of fracture m this site only 

The absence of modi.rate tenderness, bnnsirg, or stcelhrg in a 
paucni under 61 who injures the aniJe while vvaliong is a gooo 
mdicauon that there is no major bony injury 

In this scries of 111 cases there vvere 41 pauents in these 
groups I would suggest that pauents m any of these three 
groups do not require radiological examinauon for the 
dcterminauon of treatment, such cases may well be 
treited by the general pracutioncr without reference to 
hospital 
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Summary 

111 cases of injury to the anWe vrere studied clinically 
and raoiologically 

It IS possible dmically to define three groups m vrhich 
radiological examination is unnecessary for determining 
treatment. 

In the rem ainin g cases clinical features give only an 
inaccurate guide to the nature of the mjurv, and in these 
radiological e xamina tion is necessarv 

It seems that the whole question of the diagnosis of 
hgamentous mjunes of the ankle requires re-exammation. 

I should like to thank Mr G L W Bonney for much help and 
advice m the preparation of this paper 


VOLUME REGULATION AND RENAL 
FUNCTION IN ANALBUMINiEMIA 

H Ben'n'hold 
MD 

FPOFESSOR OF ».tEDICINE IN THE CNTVERSnT OF TUBINGEN 
AND DlPlCrOS OF THE MEDICAL CUNTC 

D Klaus 
MD 

P G SCHEURLES 
MX) 

MEDIZINISCHH UNIVEaSITATS-KLINIK USD POLIKLIN*IK, TfjBISGES 

During the past few years, we have had under observa¬ 
tion a brother and sister who, because of a recessive gene, 
have a complete lack of serum-albumm (Bennhold et aL 
1954, Bennhold 1956, Bennhold et al 1958, Bennhold 
and Kallee 1959) These two cases of analbununseima 
show no disturbance of water and electrolyte balance, and 
are clinically healthy, though the plasma osmotic pressure 
IS reduced from the normal of 25-30 mm Hg to 10-14 
mm Hg 

Our examinations showed that this low osmonc 
pressure is compensated by a marked drop m the capillary 
hydrostatic pressure, so t^t capillary tests showed some 
noteworthy fin di n gs The hydrostatic pressure m the 
glomerular capiUanes is lowered, with the result that 
glomerular filtration is at the lower hrmt of normal 
(see table) Normal glomer ular filtranon is mamtamed, 
because the renal blood-flow is already reduced m the 

FSNAL HS-MODYNAiaCS, AND WATER AND ELECTROLYTE ESCRmOS IN 
ANALBUVUNSNU.A. TESTS UNDER CLEARANCT-CONDnONS, I DAY 
before and 2 DAYS AFIE? INFUSION OF 150 G HUMAN ALBUNUN 
CORPSCIED TO 1 73 SQ AL BODY-SURFACE 


couceutrauca (laEq per Lire) 

Soc.trm 

Chlcnde 

Potassium 

output (uEq per minute) 
oocium 
Cblonde 
Pota.sium 

clearance f ml. ptr minute) I 

Sod.um 
Chl-^de 

Pctassn-m , 

er 

Ex^-ucn fm-ticn ('’a) 

Sod.una 

Chi—'de j 

Potassium | 

TubuLr reab'C’-pticn, 

Sodium 

Chlonde 

Pcta_sium , 

er I 

Iculin dearan*^ (ml pe* mmire) I 

P amiuo-hippurc ^cid cltaracce fjrtL i 
pcrmirute) } 

cn fraction 

Scnmi Jb-^un Cs per 100 mL) 


1 


Day 1 


Dcv 2 




152 5 
124 1 
13-0 

722 0 
5S9-0 
61 8 

4 58 
4 94 

13 75 
4 74 

4 89 

5 26 

14 7 

95 1 

8^8 
95 1 
93 7 

243-0 
3S 6 
0 03 


152 0 
132 1 
13 9 

466 0 
40^-0 
425 

3 09 

3 5S 
12 30 

305 

4 01 
4 6^ 

160 


83 6 
96 3 


33^0 

232 

23t 


_ _____J_ 

=^d*5ercnce expats ed as a percen*a^, benrecn values c; 


-32 

-27 

-10 

-35 

-18 


,dz^ 


pregjomerular v essels, as shown by the reduction m renal 
plasma-flow 2 days after the infusion of 150 g of 
human albumm in 3000 ml isotomc glucose-salme 
solution, the plasma osmotic pressure rose to an av erage 
of 20 mm Hg, at the same time the renal blood-flow 
increased Smce the cardiac mmute-volume, measured 
by the method of Broemser and Ranke, showed no change 
at that time (3600-3200 ml), it may be assumed that the 
adaptanon of the renal blood-flow to the lowered osmotic 
pressure is mainly brought about by vasoconstncnon of 
the afferent artenoles 

Balance studies were made on two occasions, a year 
apart Durmg each study, an mtravenous infusion of 
150 g of human albumm m 3000 ml of isotomc glucose- 
sahne solution was given over a penod of 8-9 hours 
These studies showed that m analbumipgmia the isotomc 
expansion of the extracellular space is balanced by a 
rapid diuresis (see figure) In a healthy person given 
isotomc or hypertomc albumm solution onlv a water 
diuresis results (Strauss et al 1951, Smith 1957), but m 
the analbuminamic patient there is an additional Na~ 
and Cl“diuresis, so that the water and sodium chlonae 
given is excreted withm 24 hours In analbummsmia. 



»»Unt slncose toloUon, piien from 12 noon to 8 15 p m ) 
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ildosterone CNcrction is normal, it decreases after the 
albumin infusion There is a definite time-lag, however, 
between maximum sodium diuresis and a fall in aldo¬ 
sterone excretion (see figure) Clearance studies showed 
that during the alburmn-lack the tubular reabsorption of 
extracellular electrolyte and of water is diminished In 
analbummaimia, therefore, even small quantities of iso¬ 
tonic sahne (200-300 ml) cause a considerable sodium- 
chloridc diuresis To achieve equally high excreuon 
fractions m a normal person, sahne infusions either 
8-10 times greater m volume or 3 times more concentrated 
would be needed (Strauss et al 1951, Smith 1957, Ladd 
1951a, 1951b) 

The lowering of the capillary hydrostatic pressure and 
the rapid sodium-chloride diuresis resulting from small 
volume changes explains why, as is described in detail 
elsewhere (Scheurlen and lOaus 1960), in analbuminxmia, 
no disturbance of the water and electrolyte balance takes 
place, in spite of the very low osmotic pressure 
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COLD INJURY 

AMONG CHILDREN SEVERELY ILL 
IN THE TROPICS 
D C Morley 

MA,MD Cantab, DCH 

ASSOCIATE LECTURER IN PAIDIATRICS, UMVERSIT) COLLEGE, IBADAN 
From the U es!e\ Guild Hospital, Ilcsha, Nigeria 

Cold in)urv in small infants, as described by Mann 
(1955), Mann and Elliott (1957), and Bower et al (1960), 
IS no)\ well recognised by doctors looking after small 
children in temperate chmates Nassau (1948) also 
showed that cold injury can arise in subtropical areas, such 
as Palestine In the Wesley Guild Hospital, kwashiorkor 
accounts for a sixth of all the children admitted A fairly 
common sjndrome in such children is a slow pulsc-ratc 
and more than the usual lethargj' This had been noted 
for more than a j ear before it was discovered to be some¬ 
times associated with a subnormal temperature In this 
paper I shall describe the condiuon of low temperature, or 
cold injurj, in older children 

The Stud, 

During Julj-September, 1958, I took tlie temperature 
of all children who felt cold, using a low-reading clinical 
thermometer An> cluld found to ha\e a temperature 
below 95 F (35 C) was considered to ha\c cold injurj 
Durmg tlie three months 18 such children were seen 
among the 315 admitted to the children’s ward, in ad¬ 
dition 1 child w as seen in a) illage hut Table i gi\ cs some 
details of these children 

All these children felt cold to the hand, but thc> could 
be distinguished from children wath peripheral circulatorj 
failure because the axilla also felt cold 

The most unusual feature of this series is the number of 
older children tliat it includes The following case- 
histories arc examples of subnormal temperatures in such 
older children 

Case 1 —A Yoniba girl of 8 scars was seen in a silhgc in 
wiuch the ho^p tal is undetaVanc a longitudinal slud> of a 


TABLE I —SUBNORMAL TEMPERATURES IN 19 NIGERIAN ailLDREN 
(JULS-SEPTEMBER, 1958) 


Diagnosis 
and no of cases 

Ages of children 

1 Lowest recorded j 
rectal 

' temperature ( F) 

Outcome—Living 
or dead 

Kwashiorkor (8) 

8)r,75r 6sr, 
3yr,2V,sr 2jr, 
1 jr, 1 >r 

93 4, 92 0, 93 1, , 
91 4 92 6 916 
94 8 91 1 ' 

i313-J5 8C) 1 

5 living 

3 dead 

Acute dnrrhcca 
(5) 

2 >r , iVi >r , 1 ^ 
mo , 1 mo, 1 
mo ' 

94 2, 93 8, 912, j 
94 6, 93 2 
<.34-31 S C) 

1 lining 
i 4 dead 

1 

Acute ostcom> 
chtis (2) 

3 mo , 11 days 

93 6, 93 1 
<34 4-34 3 C) ; 

' 1 living 

[ 1 dead 

Sickle - cell ! 
anscmia (1) 

7yr 

91 1 1 

(33 C) 

; 1 living 

1 

Other conditions 
(3) 

35 days, 17 days, 

11 days 

1 

91 6 94 8, 92 1 i 
(33 8 C) I 

2 dead 

1 living 


group of cluldren The mother was mentally unstable, her 
husband had left her, and the family would not assist her The 
child had first been seen m 1957 with oedema, puffincss of the 
face, and the skin changes of kwashiorkor, her mother had been 
supplied with protein supplements, and the child’s condiuon 
had temporanlj improved The protein foods were gnen 
intermittently over the next year without mueh cooperation 
from the mother, the child’s condition deteriorated, and she 
started to have diarrhoea towards the end of Julj, 1958, As 'he 
was not brought to the dispensary, I visited her house in the 
village She was found lying semi-conscious by tlie embers of a 
fire, w'lth only one small piece of cloth over her She w as taken 
to the dispensary where rectal temperature was found to be only 
93 4°F (34 1°C), an attempt was made to warm her up but she 
died eight hours later 

This was the only child in this group who was seen with 
hypothermia in her home and not in hospital, but this is 
not surprising as doctors in tlus country rarely get an 
opportumty of seeing children in their homes 

Case 2 —A boy aged 2 years, with the typical appearance of 
kwasluorkor, was brought from a \illagc 30 miles from Ilcsha 
by his parents He had adema, and small areas of skin changes 
of the " enamel paint ” type 3 days after admission to hospital 
his temperature dropped to 94 O'E (34 B'C) He was warmed 
up, but his temperature was unstable for a further five days 
He was sufficiently improved to be discharged home after 
fifteen days He was seen only once as an outpatient, and at 
that time he was recovering well 

Case 3—A 7-ycar-old boy was admitted comatose an 
apparently moribund His parents gave a history of cigli 
hours’ coma, and they had noticed he had become cold m 1 1 
mght His hicmoglobin was IB^o (2 7 g per 100 ml) He wj 
given an immediate blood-transfusion, and soon recovcrc 
consciousness He was apparently well witliin twelve Iio^, 
and was discharged on the tlurd day Exammation of his DJoo 
had shown a high proportion of sicl led cells 
The mam feature of interest in this group is the number o 
children, over a y car old, wath subnormal temperatures n 
many of these children the ability to maintain body 
temperature seemed to be lost for several days e 
temperatures repeatedly fell unless they were well coverc 
with blankets, and for several an electric blanket was use 
as a temporary external source of heat 

The child in temperate climates depends for 
on a heated house and an adequate supply of clothing 


ABLE n— lONTHLV ME.V lAXIMLM AND MIMMUM Tf 

( r) rop 1958, at o^hogbo, 25 miles from __ 
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The children m this comiminirv hve in houses where any 
form of heating is unusual, the temperature usuaHv bemg 
similar to that outside (table n) The clothes worn by 
small children are usuaUv cotton, although a few babies 
wear wool The small cnild and the sick child aepena on 
the w ai mtn of the mother’s oody Throughout the day 
the child is earned on her back and at mght he sleeps 
verv close to the mother, usually witn the nipple m his 
mouth if still breast feedmg If a child is sick and the 
mother has a younger chilQ on her back, she arranges for 
someone else to carry the baby and cames the sick child 
herself Tnends and relatiyes except her own mother 
are unwilhng to carry a side duld The mother appre- 
aates the importance of w arm th to a sick child and nurses 
m hospital may hat e diffi culty m persuacung mothers not 
to put small children on their backs In many hospitals 
the mothers are sent away at night, but mere are snU a few 
hospitals which make it possible for the mother and child 
to sleep close together 

The Yoruba child or adult takes his bath regularly, 
and mothers usually bath them children m the mommg 
'^S'ater is seldom heated, and wnen the bath is oyer the 
mother will put the chila on her back to become warm 
again. In hospital, too, the child may be bamea m 
unheated water, but the mother will not be there, or if she 
IS sne may not be allowed to place her child on her back. 
Really aaequate ben coyermgs are exceptional and a poor 
substitute for the mothers body heat. 

Table I suggests that subnormal temperature is most 
common m children with kwashiorkor, the acute ma ni- 
festauoa of the protem shortage that is almost uniyersal 
among the children attenomg hospital m this area 
Letnargy is one of the most striking features of all stages 
of this condinon ana mere is also much muscular wastmg 
The child with kwashior.'cor seems to be incapable of 
shiyermg, and none of these cold children were seen to 
shiver The other feature common to most of these 
children was prolonged diarrhcea with variable loss of fluid 
and electrolytes 

Discussion 

The condinon of subnormal temperature was com¬ 
mented on by Kahn (1959), who consiaered a temperature 
below 95"F to be a grave prognosne Sign m cnildren with 
kwashiorkor Of 100 such cases which he described, 
5 had low temperatures, and of these only 1 recovered 
Kahn suggests this condinon may be assoaated with a low 
serum-potassium level, such esnmanons were not possible 
m this hospital when these cases were seen 
Experiments on several speaes of ammals (Adolph 1951) 
suggest that the newborn animal ran survn e a low tem¬ 
perature which would be fatal a few weeks later In the rat 
the transmon to the aault mtolerance of hypothermia 
occurs at about the age of 3 weeks The older child 
similarly appears less able to withstand the eSects of a 
low bony temperature 

In the cases aesenbed here it was sometimes difficult 
to warm the cnild. Hot-water bottles are not eSeenve, 
and an electric olanket could apparently be dangerous 
because the child might be warmed too quickly and 
then collapse Re-warmmg oy dose contact with the 
mother seems to have much to recommend iL 

In the twenty months since these cases were studied 
an effort has been mane to prevent tins condition m the 
ward. Aiothers are encouraged to keen m close contact 
With their sick children, and blankets are more widely 
used The nurses are alive to the condinon and report any 
child whose temperature falls below 97'F (36 I'C), low- 


readmg dimcal thermometers then oeing usea on such 
children Another 37 children have oeen seen with tem¬ 
peratures below 95 F, of whom 15 were over a year old, 
and of these 9 have died 

Summary 

In a hospital m Nigeria 19 cmloren were seen within 
three months with temperatures below 95'F 9 of these 

children died The commonest chrucal diagnosis was 
kwashiorkor, tms bemg found m 8 of tne 19 children 

Separation from close contact with the mother is sug¬ 
gested as the pnnapal reason for this condition ansmg 
m these sick children 

I wiEii to tiiank meuibers of tne cnildrea s ceoartment cf King’s 
College in tne Umversi'y of Dcihem, Xewcasile cocn Tvne, fo" tneir 
help m crenenng tcis oarer The Nige-ian Meteoro’ogicnl Service 
stmnhed the onta on temneratme sr Oshogoo This wo-s has been 
assis*ea bv the Y'en .Affican Co_ncil fo" \lea.cal Researen 
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EOSEN'OPHILIC PHLEGMON OF THE 
ALIAffiNTARY CANAL CAUSED BY A WORM 
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R. Th Roskam 

nucCTO'’ cEzsncAi. DEPuirvcecr, 

STATE CiSTITCT TO" FISH Pr' a ST l CATION, IJAWIDH, 

Thirteen patients with a more or less locahsed eosmo- 
phihc phlegmon m the alimentary canal were seen m 
1955-59 This lesion which does not seem to have been 
described previously appeared to be caused bv a parasite 
identified as tne larva of E^istojiia ronirdaftrr Jvlost of the 
patients were infectea by eatmg shgntlv salten raw herrmg 

This paper describes the oisease and also an mvestiga- 
non mto the occurrence of E rontndavar m North Sea 
herring 

Illustrative Case-report 

On July 26,1955, a mnn aged 51 was admitted to me surgical 
department of the Be-gweg ho'p tal m Roterdam For a few 
HOOTS he had had attacKs of cohekv pam m the lower abdomen, 
rapidly mcreasmg m seventy and frequency He had nausea, 
but did no* vomit. There was no hinon of premous abdominal 
complamts He had a temperature of 37 7'C (100 F), a pulse- 
rate of 92 

The abdomen was not distended, and moved well with 
respiration, there was no visible penstalsis On cougiung, pam 
was felt m the nght Ion er abdomen wmen was also painful to 
percussion Penstal'is was ccuve. Splasnmg could no: be 
ehcited. No rigidirv of the abdominal muscles Tenderness of 
right loner abdomen Local reoound tenderness was se\e*e 
Rectal exarmnaaon was pamfiil The diagnosis of acute 
appendicitis was made—mough wim some *eservaaon. 

At laparotomv the-e nns a fair amount of clear bgnt-yellow 
fiiud m the abdomen, the appendix was not inflamed The 
distal coils of the ileum were swollen ana hvpe-annic. The 
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I cm. 


Olccr of small intestine, showing larva of Etistoma rotundatum 

serosa was covered with fibrin About 30 cm from the ileocolic 
\al\e there was a firm infiltration the size of a chestnut on the 
mesenteric border of the intestine An ulcer crater could be felt 
witlun this area The small intestine was not distended The 
mesentery was obviously cedematous The lymph-nodes were 
not enlarged 

The inflamed part of intestine was resected The patient was 
given penicillm and streptomycin The postoperative course 
was uncomplicated Pathological examination of the resected 
specimen revealed an ulcer I 5 cm in diameter, out of which 
a worm 13 cm long was protrudmg (see figure) The mucosa 
was oidematous The serosa was also thickened and covered 
locally with fibrin 

Microscopically there was an eosmophilic phlegmonous 
enteritis with ulceration at the site of the worm Cross-sections 
of the worm could be seen in the submucosa of serial secuons 
of the specimen 

Other Patients 

In twelve patients the lesion was confined to the small 
intestine All were acutely ill shortly before admission, 
tlie most obvious sign being coheky abdommal pam The 
previous history did not usually produce much relevant 
mformiuon Only a few patients had had vague abdominal 
complaints beforehand 

On physical examination, apart from signs of irritauon 
of the peritoneum, there were usually signs of an 
incomplete ileus of the distal small intestme 

On admission, the temperature varied between 36 2'’C 
(97 F)and37 8"C(100'F) Six patients had a leucocytosis, 
the eosinophils were counted twice, and in both cases 
normal figures were obtained In eleven patients the 
signs were so alarming that laparotomy was carried out 
wathin a few hours after admission Only one patient was 
treated conservauvely for 14 days VC'Tien the symptoms 
did not disappear, an exploratorv laparotomv was done 
The inflamed intestine was resected in all twelve pauenis 
In all the tvpical picture of eosinophilic phlegmon was 
found, and, without exception, the same parasite or—as 
in the case not operated upon immediately—the remnants 
of one were found m the centre of the lesion A pre- 
operative diagnosis of duodenal ulcer was made m the 
thirteenth case 

Tins patient, a man aged 13, had had gastric complaints for 
6 month-- that did not improv e w ith consen ativ c thcrapv The 
X-ra\ photograph supported the diagnosis of duodenal ulcer 
At operation, an infiltration the size of a cherre was found 8 cm 
p-oximal to the p\ loms on the greate- cun ature of the stomach 
The duodenum was normal Partial gastrcaomv was earned 
out The lesion appeared to consist of an eosinophilic phlegmon 
tet tr^ centre o'" sshich r-nansnts of the pamsi'e were found 


The postoperative course m ten patients was completely 
normal Two pauents died a few days after the operation 
from a staphylococcal enteritis They both received 
oxytetracyclme in the postoperative period In one pauent 
a leaking of the anastomosis resulted m peritonitis on the 
6 th postoperative day The patient recovered after 
resutunng In three patients slight eosinophilia was 
established at a V'arying length of time after the operation 
In nine patients the fteces were investigated for parasites 
several times, the result was negative 8 Umes Ascaris 
eggs were found in one patient 

Ten of the surviving eleven patients were free from 
complaints at follow-up 8 weeks after the first operauon 
one patient underwent a second laparotomy for ileus 
caused by adhesions No trace could be found of the 
original process 

iEdology 

It was not until the summer of 1958 that we were able 
to idenufy the parasite with certainty after obtaining 
an intact worm, by macerating a section of resected 
intestine for several weeks It appeared to be a larv a of one 
of the Heterocheilidae These parasites belong to the 
family of the Ascandes, and occur in many fresh and salt 
water fish and in earthworms 

A detailed history especially as regards the eating of fish 
was taken from the seven patients known and alive 
at that time The only fish that all those interrogated had 
eaten was so-called “ nieuvve haring ” (raw herring)— 
sometimes as many as 20 per day The association with the 
consumption of herrmg was still more probable when we 
realised that all these patients became ill between May 
and August These arc the months in which by far the 
greatest number of herrings are eaten 

After the openmg of the herring season in 1959, Dr 
C F A Bruyning was fortunate enough to be able to 
obtain the parasite from a recently caught herring It 
turned out to be E rotundatum, one of the Heterochcilida; 
(van Thiel et al 1960) It was now practically certain that 
the disease was associated with herring The occurrence of 
this parasite and its behaviour in fresh and salted herring 
was mvestigated by the Rijksinstituut voor Visserij- 
onderzoek (State Institute for Fish Investigation) It 
soon appeared that North Sea hernng were highly 
infected with larva: of E rotundatum and that the degree 
of the mfection increased with the length of the herring— 
1 C, with Its age (see table) In freshly caught herring, the 
larva was found m the peritoneal cavity When some time 
had elapsed before the examination, some parasites were 
found to have migrated into the flesh 

Before consumption, the peritoneal cavity is cleaned and its 
contents are removed Only the parasites in the flesh arc left 
behind, and it is these larv -c that arc likclv to be the cause of the 
disease in man 

The methods of preservation of hernng seem to play a part 
In herrmg that arc cooled on ice without further preparation, 
the number of larvae that migrated from the peritoneal cavity 
into the flesh was much higher than in herrmgs salted at sea 
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directl\ after being caught It appears that salt has a paralvsmg 
action on the larrs. "rins parals-sing action is directlv propor¬ 
tional to tne salt content Net ertheless a few larvs ■were found 
m tne flesh of nonnalls salted herring 

Herrings preserved m a combination of vmegar and 
kitchen salt are regularlv eaten in the Netherlands It 
appeared that the maximal survival time of eustoma larvs 
m this mixture was —25 oavs at O'C The larva is almost 
completelv resistant to gastric aaa 
The chance of a person consummg a larva of eustoma 
IS 0 14°o viTth small herrmgs, 9 6°o 'with larger herrings 
(see table) Thus one would expect far more cases of the 
isease from the milli ons of raw herrings eaten a n nu aU v 
Tnsn the thirteen descnbed in this article It is unhkelv 
that there hat e been anv other cases of the disease m the 
Netherlands The pathological picture is so obtious that 
It would be easilv recognised From the results of a 
questionnaire sent to the pathologists m the Netherlands in 
Januarv 19593 it appeared that none of tnem had et er seen 
such a specimen before Hence tne first mfecncn with a 
eustoma larva is unlihelt to gi\e rise to the disease 


picture descnbed It is possible that the disease onlj 
de\ elops after a second or a third v. orm penetrates into the 
mtestmal wall witmn a penod of nme suitable for sen- 
sinsanon to arise The chmcal and histological picture 
could also indicate such an allergic reaction 

It IS also remarkable that of the thirteen patients 
descnbed eleten hte in Rotterdam or its immediate 
vicuutt Rotterdam has from earh times been of the most 
important markets for hemngj and it is common pracnce 
there to eat shgntlt salted hemng The ma)ont\ of the 
patients questioned ate terv mans raw hemngs Thus 
thej ran a greater nsk of becommg sensitised 

Fmallt It seems to us that it is not impossible that this 
di'iease is obsen ed m other countnes or islands around the 
North Sea Although the panents descnbed here were 
almost cenainlt infected bt raw herrmg, the possibihn 
remams that the consumpnon of other uncooked sh^tlt 
salted fish mat hat e caused the stmdrome m other cases 

REi^ERENC: 

Tsn Th.^ P H F C , R ?n (1560^ Tr-’p 
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Prekminar}’^ Communication 


TRANSNUSSION OF SERUM PROTEINS 
FROM FCETUS TO MOTHER IN 
THE RHESUS MONKEY 
rXDWEIXTXG CAXNTjXATION of FtETLS 
ttTTHOUT CsTERRUPTlOS OF PREGNANCY 


It has been shown that some serum proteins (antibodies 
in man ^ ”T-labellea alb umin and globulm m monkeys - *) 
are transmitted from mother to fcetus in utero m primates 
Nothing IS known about the transfer of proteins &om the 
fcetal circulanon to the mother’s 

\re report here endence that '^^I-labelled albumm and 
• -globulin can be transmittedj probablv selectit elt firom 
fcetus to mother m the rhesus monket, m which the 
placental st stem is closelv similar to that of the human and 
unlike that m orders other than primates To obtam this 
evidenccj direct access to the foetus was necessan so that 
the dose of ^®^I-labelled serum proteins could be mjected 
mto the fcetus \ve have found that this access can be 
obtamed at open operation m utero and that an mdw ehmg 
cannula can be left m the foetus, without the mterrupnon 
of pregnancv and with the birth of normal hvmg babies 
some weeks later 


METHODS 


Fccttl rhesus serum (15-25 mg pro'em) was labelled with 
^ ‘I (1 0-1 5 mC) at a level of less than one lodme atom per 
molecule* Three rhesus monkevs, A B, and C, weighing 
4-5 kg and estimated to be 12-16 weeks pregnant were used. 
Each monkev was pven earner locude in the dnnkmg-water 
one oav before ope-anon, and or an mtrasenous injecnoa of 
sodium iodide (10 mg ) Thev were anscsthen'ed with thio¬ 
pentone aodium follow ed bv mtrous oxide, tnchlorethvlene, and 
sometimes ether gallamine tnethiodide was used as a muscle 
relaxant, and progesterone (50 mg ) m oil was given tntra- 
mu«cularlv A midlme inasion was made in the uppe- or the 
lowe- segment and the hejuor amnn aspirated through the 
unopened membranes The fcetus was exposed ana the dose 
w-a= injected into a placental \ein in monkes A, ana mto the 
tonal pentoneum m monkev B great care was taken to demon¬ 
strate that no leak nad occurred and that the dose had not been 


1 E'en''.,) F W R. B: > Jir- I93s 33 ,ss 

2 Oirihjs D R HeV'-s K R. Te—R. J is—r 195S, u, 331 

3 D R. jr P/- r ’ l?so ISO 250 

•» VcF-Lr- A S \e---f Lr-J 19,s 1E2, 53 


misplaced The uterus was then closea and the warmed hquor 
reinjected mto the ammonc cavitv 

After the uterus had been opened m monkev C a cannula 
contammg hepanmsed salme solution was inserted mto the 
peritoneal cantv of tne fcetus through a stab mcision and 
anchored to tne sutures dosmg the fcetal skm The ca n nula 
was btougnt out through tne mosion m the uterus and 
abdominal wall, and the sealed end anchored under the skm of 
the motner s flank The uterus was repaired and tne hquor 
remjected 6 davs later the sealed end of the cannula was 
exposed through a small skin inasion and the do'e followed 
bv heparm salme, mjected mto it Samples of blood and hquor 
were taken from each monkev 1 and 4 hours after the dose and 
at mtervals thereafter The serum proteins were separated bt 
electrophoresis on cellulose columns and bv chromatographv 
on D E.A E cellulose as described for preMous experiments * 
RESULTS 

Monkev B aboned after 24 hours, no foetal movements were 
felt in monkev A after 48 hours, monkev C gave birth to a normal 
babv 7 weeks after operation In all three cases however, the 
general findings m the maternal serum and hquor anmu were 
similar In the matemal serum radioacavirv was first foimd m 
the albumm ftacnon IS hours after mjecaon, ana mereased m 
concentranon m samples taken up to 8 davs after operanon 
Radioacnvitv m the -globulin ftacnon isolated bv electro¬ 
phoresis and bv chromatographs appeared at 24 hours and also 
mereased m concentranon m the samples taken up to 8 davs later 
Other serum proteins were not isolated and measured mdivi- 
auallv The general electropho-enc pattern, however, showed 
that httle radioacnvitv ocnirrea m the electrophorenc fiacnons 
between the albumin and the -globulm In this respect the 
matemal serum samples were qmte different ftom (1) the dose 
matenal (2) serum recovered fixim the fcetus aboned 24 hours 
after the dose (monkev B), and (3) serum taken from an adult 
and firom a month-old babs up to 8 davs after bemg given a 
similar dose of ^ ’I-labelled fcetal serum 

Because the dvnarmes of the svstem were so complex, no 
attempt was made at quanntame esnmanon of the percentage 
of the dose transferred The amounts of protem transferred, 
how ever, were small 

Samples of liquor taken at successn e mten als after mjecnon 
coniamed mc-easmg quannnes of radioacni e iodide (presum- 
abh from catabolism of proteins m the fcetus), but virtuallt no 
radioacnvitv m the pro'ems precmitated by tncnloracenc acid. 

DISCUSSION 

Ve founn prenoush = that ^'T-labelled albunun and 
-globuhn are transferred, apparentlt selecntelv, from 
the motner to the foetus m the monket The hquor 
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annul did not play a significant part in this transfer The 
expenments described above show that both albumin and 
(■-globuhn can return to the mother There is therefore 
a constant exchange of these two protems between mother 
and fcstus In view of the neghgible quantity of labelled 
serum protein gomg from foetus to the hquor, it seems 
unlikely that this is the route of return to the mother 
In so far as ^“'I-labelled serum protems can be assumed 
to behave biologicallv hke unlabelled protems, it appears 
from these experiments that the transfer of albumm and 

-globuhn from the foetus to the mother is selecuve 
(httle radioacuvity was found m the a-globulm and 
P-globuhns), although other mdividual serum proteins 
were not specifically isolated and studied We have 
studied several foetal rhesus monkeys with genetic variants 
of p-globulm, isolated by starch gel electrophoresis, 
qmte different from those m the mother’s serum Although 
some of the variant p-globulms occur m both mother and 
foetus, some variants are found only m one or the other, 
the pattern of variants m the hquor always corresponds 
to that m the maternal serum This is collateral evidence 
that there is httle transfer of at least some variants of 
P-globulms from foetus to hquor or to mother, or vice 
versa In our previous experiments - “ we foxmd that the 
albumm m the hquor exchanged rapidly with the mother’s 
intravascular serum albumm The additional experi¬ 
ments, descnbed above, show that httle of the serum 
protems which occur m the hquor m mid-pregnancy can 
be denved from the foetus 

Our expenence with the first two monkeys corresponds 
With that of other workers operating on rhesus monkeys ® 
We have, however, previously had some monkeys whose 
pregnanaes survived similar operations for 2-7 weeks 

By modifying our method, we have found it possible to 
perform a hysterotomj and implant an mdw'ellmg carmula 
m a foetus m utero without mterruptmg pregnancy 
After the last four such operations normal hvmg babies 
have been bom naturally 6-7 weeks postoperauvely 


SUMMARV 

“‘I-labelled homologous foetal serum protems were 
mjected mtravenously and mtrapentoneally at open 
operation and mtrapentoneally through a carmula into 
the foetus 6 days after operation, m monkeys m mid- 
pregnancy 

^’*I-labelled albumm and ^-globulm, isolated by 
electrophoresis and chromatography, were found in 
samples of maternal serum taken 2-8 days afterwards 
This transmission is selecuve, at least for these two 
protems, and presumably takes place across the foetal 
placenta Negligible amounts of radioacmc protein were 
found m the hquor ammi 

The expenment on the third monkey, together wnth 
subsequent expenence, shows that it is possible to 
perform open operauon on tlie foetus in utero m mid¬ 
term pregnant rhesus monkey s without mtcrnipung 
pregnancy or prejudiang the binh of a normal baby 

It IS a pleasure to thank Mr R C Hollow-as for help m the 
lodination of the serum, and Miss Sheib Macdonald for her 
assistance 
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New Inventions 


A BLOOD-TRANSFUSION BOTTLE HEATER 

In exchange transfusions the problem of uncertainty about 
blood temperamre has never been enurely rcsoh cd by w arming 
the blood bottle in water before transfusion Blood flowing 
along the polvethylcne tube has often been palpably cool, and 
this has not helped to reduce shock or vascular spasm A 
search was therefore made for a smtable bonlc heater which 
would w arm the blood to an opumum temperature After much 
work by Electrothermal Engmecring, Ltd, an apparatus was 
designed to bring the blood to 37°C and to keep it at this 



Fin I—Finn nnd dlonrnmtnatlc section throunh henter 
l=quick-relca''e fasteners, 2 = rubber sheet, 3 =wire-earthing 
mesh, 4=glass doth, 5=mains supply lead, 6=clement wire, 7*= 
thermostat, and 8=thermostat housing 


miperaturc during transfusion This has been proved 
ausfactory in twai y’cars’ use 

The heater (fig 1) measures 8 85x6 in overall, and is 
Icsigned to fit snugly and securely around the suspended bottle 
lie heated area extends within •/, m of each edge, and meas¬ 
ures about 7’/j X 5‘/i >u The heater 
IS made of a mckd/chromc element 
spiralled on to a rayon core, and 
firmly sevvii to a smglc layer of 
closdy woven glass dotli The 
heater, m this state, is then sand- 
vvached between natural rubber 
sheets ’/i« m thick Woven-ware 
earth screens arc then applied to 
each Side of the heater, and they m 
turn arc covered by a second layer 
of '/i« in sheeting A rubber- 
housed mmiaturcpresct thermostit 
is built into one side of the heater, 
ensunng that the correct tempera' 
turc IS conunuously maintained 
Quid -release metal fasteners arc 
fitted to both 6 in edges, cnabUn" 
the heater to be quicklv and cavilv 

fitted (fig 2) ^ u/f, 

The heater is equipped warn o n 
of thrcc-corc rubbc-cov ced lead, 
— -n. I. I the mam connection of which h 

ntade before the final moulding 
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proces' The total loading of the heater is 50 watts, and it is 
designed for operanon from a 230 250 volt mams supplv To 
prevent traction on and distomon of, the elecmcal cable a dnp 
stand has been adapted bv mcorporatmg an electncal plug at 
the base. 


Thanhs are due to Dr F S Edmunds, mv late registrar, wno 
suggesi'edthepossibflitvofthis method of heating, to Mr H Glvnne 
Jones, hosnital secretarv, and Mr P Convev, group supphes oScer, 
for enthusiastichelo, to hir H Leach for the photogmp^, and to the 
manufecturers, Electroiermal Engin eering, Ltd , 270, Keville Road, 
London, E 7, for the diagram 


S»- D.iV'd s HospicJ, 
Bingo* 


GWYV GRnTTTH 
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Medical Soaeties 


BRITISH ORTHOPiEDIC ASSOCIATION 

The Assoaanon’s annual meeung was held in Leeds 
and Harrogate on Oct 27-29, tinder the presidencv of 
hlr H J Seddox 

Dunng the meetmg Sir Ck-tELES Morris, nce-chancellor 
of the Umtersitv of Leeds, described the organisation 
which was bemg set up to help the newlv independent 
countnes The Commonwealth Education Conference 
met m Oxford in 1959 to discuss the supplv of techno¬ 
logists ana teachers to the underdeveloped and newly 
mdependent countnes It was obvious that for a long 
tune supplv would fall well short of demand, but there 
was great detemunanon that somethmg must be done 
and legislation (the Commonwealth Scholarship Act) had 
been passed to this effect 500 scholarships had been 
made available m this country, 250 of them to be given 
each year The idea was that the scholars should come 
here for postgraduate studv after thev had taken their 
first degree This scheme was organised by the Govern¬ 
ment but was run by the umversines, which were anxious 
to help The newly developed countnes had alreadv had 
substantial sums of monev to help them to develop their 
own umversines up to the level of the first degree, and 
the USA and Canada and other countnes had been 
helpmg with this Efforts were bemg made to second 
our own umversitv teachers to these new umversines, but 
It was difficult to find men willin g to go away, leavmg 
families and career for three to five vears Nevertheless, 
the scheme generally had got off to a good start 
Mr Seddox asked whether it was desirable for pnvate 
arrangements along these hues to be made, such as had 
been made m the case of Hong Kong Sir Cha rt vs 
Morris rephed that m such a clear-cut case the answer 
Yes, and the authonnes would no doubt help so long 
as monev was available 

Sir Harry Platt said that this was a verv heartenmg 
com miim canon But manv committees were trvmg to 
carry out the same programme m these underdeveloped 
countnes, and there seemed to be httle coordmanon 
between them, each countrv actmg mdependently This 
would lead to confusion Greater coordmanon would 
lead to economv of effort and manpower Sir Cha rt fs 
Morris rephed that the Vice-Chancellors’ Committee 
was m touch with similar bodies m other coimtnes and 
regular meenngs were held to ensure coordmanon 

Mr J Edelstein (South Africa) said that manv men 
came to this countrv from South Afcca to complete their 
educanoa Their own medical schools were now bemg 
fonned, and the scheme mennoned was v erv welcome 
Mr H Osmoxd-Clarke (London) asked what was the 
mechamsm wherebv a man m one of the coimtnes could 


applv for a scholarship Sir Ch.aeles Morris said there 
was an orgamsanon m each country for this, and he could 
applv to his umversity or the Bnnsh Council There 
was an mter-umv ersitv umt m this countrv to coordmate 
arrangements 


Re^TCws of Books 


Encvclopsdia of Urology 

Edi ors C E Aians, Homburg Saar, ^ V Dix, London, 
H M VFra,-,ucH, San Fianasco, E Wudbolz, Bsme 
Berlin Springer 1960 

\ ol m Syrrp:Brrji elegy crj Examinaner of Bleed, Unn erd 
Gemini Stcrenorj Prof K.VS1. Hinsbssc, dr phii. , direktor 
des Phvsioiogicch-cheinischen Inmnrtes des Medizini'chen 
Afadtmie, Du'-ieldorf, Prof Josef KlM-V jg, dr meo , dr phii. , 
direSaor der Umversitats-Hautklimk unn Polvkbiul:, Hamburg, 
with JOH.-Ov-XES MeYER-RoHS, DS VCD Cari, Schksex 
DR MED , Rexvte 'Vehs. L-CW, DR MED , and R H O B 
Robinson, mjj , f r c s , St Thomas s Hospital, Inndon 
Pp 337 Dm ns 

\ol xn FrmcnoKeJ Dis-uriarces Prof Alfred Acerb-ICH, 
Umversitv of California, San Frana'cxi, Carl E BcRKuroi 
MJJ , Sacramento, Prof GrsTAV-WtLHELM PiRADr, direlaor des 
Stadnschen Kranbenhauses Xeustadt a d Wem'trai'e, J 
CosBiE Ross, ch-m , f r c s Liverpool, Donald R Smith, 
vijj, MecLc^ School, San Frana'co, TTalies IT ITnxLA-MS, 
MJJ , Sprmg5eld, Mass Pp 312 Dm oS 
Two new volumes mark con tinuin g progress towards the 
complenon of this major urological work. Volume in, on 
the mvesnganon of blood, iinne, and gemtal secretions m 
genitounnarv disease provides much information of funda¬ 
mental importance to both climaan and pathologist In an 
mtroductorv secnon, which will be pamcularlv appreciated by 
British readers, Robinson describes the significance of abnor- 
malmes of the volume and composmon of the unne, and there 
is a sucemet account of the vananons of quahtv of the unne m 
different forms of unnarv disease andits relation to the svmptom- 
atologv This section seems all too short and mav be m places a 
little too dogmanc, but it is bnlhantlv executen and plavs an 
essential part m condmomng the urologist to the accounts of 
laboratorv mvesnganons which form the rest of the volume. 
They are contributed bv several e min ent authonnes m German 
and are detailed and comprehensive Routme methods of 
bactenological and biochemical examinanons are supplemented 
bv a desenpnon of the vanous techmques used m hormone 
esnmanons and the concentranon of antibioncs A short sec¬ 
tion is also included on the examinanon of the prostanc 
secrenon and the ejaculate This accumulated informanon 
will make the volume appeal pamcularlv to those workmg in 
laboratones attached to urological departments or chmes, 
and at the same time it is an essennal background to the studv 
of urmarv diseases described elsewhere m the Encycloptsdia 
Bv contrast, volume xn is essennallv clinical and ueals with 
funcnonal disturbances of the gemlounnarv aoparatus The 
contribunons of five distinguished authors mclude a general 
mtroduenon followed bv references to such vaned topics as 
neuromuscular dysfunenon and paraplegia irrogemtal ilergv, 
tetanv, and male sterflitv Vith the exception of the section on 
tetanv (m German), all are m English. There is inevitablv a 
little overlap between the introduction and some of the later 
sections, but each bv itself is authontative and comprehensive 
Of outstanding ment is Cosbie Ross’ account of neuromuscular 
dvsfuncnon and paraplegia, contaimng a great deal of well- 
illustrated and p-acncal information which those who undertake 
the care of patients with spmal mjunes cannot afford to igncx 
Similarlv the well-balanced account of the inv esngation and 
treatment of male sterflitv wfll be of great mterest to those 
engaged m this rapidlv expandmg area of gemtounnarv 
research. Though the title of this volume mav be misleadmg 
in the sense that “ functional ” is nowadavs fiequentlv rms- 
apphed, the contents throughout are highly practical, and make 
an integral and important contribunoa to knowledge of 
urogemial disease 
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amnu did not play a significant part in this transfer The 
experiments described above show that both albumin and 
f-globuhn can return to the mother There is therefore 
a constant exchange of these two protems between mother 
and foetus In view of the ncghgible quantity of labelled 
serum protein going from foetus to the liquor, it seems 
tmhkely that this is the route of return to tlic mother 

In so far as ‘’^-labelled serum protems can be assumed 
to behave biologically like unlabclled proteins, it appears 
from these experiments that the transfer of albumm and 
y-globuhn from the foetus to the mother is selective 
(little radioactivity was found in the a-globuhn and 
P-globuhns), although other mdividual scrum proteins 
were not specifically isolated and studied We have 
studied several foetal rhesus monkeys with genetic variants 
of p-globuhn, isolated by starch gel electrophoresis, 
quite different from those in the mother’s serum Although 
some of the variant p-globuhns occur in both mother and 
foetus, some variants are found only in one or the other, 
the pattern of variants in the hquor always corresponds 
to that in the maternal scrum This is collateral evidence 
that there is httle transfer of at least some variants of 
p-globuhns from foetus to hquor or to mother, or vice 
versa In our previous experiments = “ we found that the 
albumin in the hquor exchanged rapidly with the mother’s 
intravascular serum albumin The additional experi¬ 
ments, described abo\e, show that httle of the scrum 
proteins which occur in the liquor m mid-prcgnancy can 
be derived from the foetus 

Our experience with the first two monkeys corresponds 
With that of other workers operating on rhesus monkeys “ 
We have, however, previously had some monkeys whose 
pregnancies survived similar operations for 2-7 weeks 

By modifying our method, we have found it possible to 
perform a hystcrotom> and implant an indwelling cannula 
in a foetus in utero without interrupting pregnancy 
After the last four such operations normal hving babies 
have been born naturally 6-7 weeks postopcrativcly 


SUMMARX 

”T-labcllcd homologous foetal scrum proteins were 
mjcctcd intra\enously and intrapcritoncally at open 
operation and intrapcritoncally through a cannula into 
the foetus 6 days after operation, in monkeys in mid- 
prcgnancy 

>’*I-labcllcd albumin and I'-globuhn, isolated by 
electrophoresis and chromatograph}, were found in 
samples of maternal scrum taken 2-8 days afterwards 
This transmission is sclcctitc, at least for these two 
proteins, and prcsumablj tal cs place across the foetal 
placenta Negligible amounts of radioaanc protein were 
found in the hquor amnu 

The experiment on the third monkcj, together with 
subsequent experience, shows that it is possible to 
perform open operation on the foetus in utero m mid¬ 
term pregnant rhesus monkcj s without mterrupung 
pregnanes or prcjudiang the birth of a normal babj 

It IS T plcnsu'c to tliank Mr R C Hollowas for help m the 
lodination of the -erum, and Miss Sheila Macdonald for her 
assistance 

D R Bangham 
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New Inventions 


A BLOOD-TRANSFUSION BOTTLE HEATER 

In exchange transfusions the problem of unccrtaintj about 
blood temperature has nc\ cr been entirclj rcsoh cd b> w arming 
the blood bottle m water before transfusion Blood flowing 
along the polyethylene tube has often been palpably cool, and 
this has not helped to reduce shock or vascular spasm A 
search was therefore made for a suitable bottle heater wluch 
would w arm the blood to an optimum temperature After much 
work by Electrothermal Engmccrmg, Ltd , an apparatus was 
designed to bring the blood to 37°C and to keep it at this 



rip 1—Finn nnd dlnprnmmntic section throuph heater 
l=quick-rc!ca''C fasteners, 2 —rubber sheet, 3'=^wire earthing 
mesh, 4=glass cloth, 5=mains supply lead, 6=clcmcnt wire, 7- 
thermostat, and 8=thcrmostat housing 


impcraturc during transfusion Tlus has been proted 
atisfactory in t\so years’use 

The heater (fig 1) measures 8 85 ■'6 in overall, and is 
csigncd to fit snugly and securely around the suspended bottle 
'he heated area extends withm ’/ m of each edge, and meas¬ 
ures about 7’/, x 5'/i The heater 

is made of a nickcl/chromc clement 
spiralled on to a raj on core, and 
firmlj sewn to a single lajcr of 
closely woten glass cloth 
heater, in this state, is then 
wichcd between natural rubbe* 
sheets in thicl Wosen ware 
earth screens arc then applied to 
each side of the heater, and lhc\ m 
turn arc coacred by a second layer 
of m sheeting A rubber- 
housed miniature preset thermodat 
IS built into one side of the heater, 
ensunng tliat the correct tempe-a- 
turc IS continuously maintuncd 
Quid-release metal fasteners arc 
fitted to both 6 in edge-, cnablmr 
I j the heater to be quickly and easily 

[ V 1 fitted (fig 2) .If, ft 

- _ -i " -. The heater is equipped wath & ij 

fv of thrcc-corc rubber-cos ered lead, 
^ , -re e , - I- tkc mun conncaion of sslidi is 

TlH'lon mnde before the final moulding 
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process The total loading of the heater is 50 watts, and it is 
designed for operauon from a 230/250 volt mams supply To 
prevent traction on, and distortion of, the electrical cable a dnp 
stand has been adapted by mcorporatmg an electncal plug at 
the base 


Thanks are due to Dr P A S Edmunds, mj late registrar, who 
suggested the possibilitj of this method of heatmg, to Mr H Glynne 
Jones, hospital secretary, and Mr P Convey, group supplies officer, 
for enthusiastic help, to Mr H Leadi for the photographs, and to the 
manufacturers. Electrothermal Engmeermg, Ltd , 270, Neville Road, 
London, E 7, for the diagram 


St Dawd s Hospital, 
Bangor 


Gwyn GRiinTH 
hi D Lpool, FRCPE,DPH,DCH 


Medical Societies 


BRITISH ORTHOP^EDIC ASSOCIATION 

The Assoaaaon’s annual meetmg was held m Leeds 
and Harrogate on Oct 27-29, under the presidencj' of 
Mr H J Seddon 

Durmg the meetmg Sir Charles Morris, vice-chancellor 
of the Umversity of Leeds, described the organisation 
tthich was bemg set up to help the newly independent 
countnes The Commonwealth Education Conference 
met m Oxford m 1959 to discuss the supply of techno¬ 
logists and teachers to the underdeveloped and newly 
mdependent countries It was obvious that for a long 
time supply would fall well short of demand, but there 
was great determmation that somethmg must be done 
and legislation (the Commonwealth Scholarship Act) had 
been passed to this effea 500 scholarships had been 
made available m this country, 250 of them to be given 
each year The idea was that the scholars should come 
here for postgraduate study after they had taken their 
first degree This scheme was orgamsed by the Govern¬ 
ment but was run by the umversities, which were anxious 
to help The newly developed countnes had already had 
substantial sums of money to help them to develop their 
own umversities up to the level of the first degree, and 
the USA and Canada and other countnes had been 
helpmg with this Efforts were bemg made to second 
our own umversity teachers to these new umversities, but 
It was difficult to find men willin g to go away, leavmg 
famihes and career for three to five years Nevertheless, 
the scheme generally had got off to a good start 
Mr Seddon asked whether it was desirable for pnvate 
arrangements along these hnes to be made, such as had 
been made m the case of Hong Kong Sir Charles 
Morris rephed that m such a clear-cut case the answer 
was Yes, and the authonnes w ould no doubt help so long 
as money was available 

Sir Harry Platt said that this was a very heartenmg 
commumcanon But many committees were trymg to 
csrty out the same programme m these underdeveloped 
countnes, and there seemed to be httle coordmanon 
between them, each country actmg mdependently This 
would lead to confusion Greater coordmanon would 
lead to economy of effort and manpower Sir Charles 
Morris rephed that the Vice-ChanceUors’ Committee 
was m touch with similar bodies m other countnes and 
regular meetmgs w ere held to ensure coordmanon 
Mr J Edelstein (South Africa) said that many men 
c^e to this country from South Africa to complete their 
educanon Their own medical schools were now bemg 
scheme mennoned was v ery welcome 
Afr H Osmond-Clarke (London) asked what was the 
mechamsm whereby a man m one of the countnes could 


apply for a scholarship Sir Charles Morris said there 
was an orgamsanon m each country for this, and he could 
apply to his umversity or the Brinsh Council There 
was an mter-imiversity iimt m this country to coordmate 
arrangements 


Reviews of Books 


Encyclopaedia of Urology 


Editors C E Alken, Homburg, Saar, V W Dix, London, 
H M Weyrauch, San Francisco, E Wildbolz, Berne 
Berlin Springer 1960 

Vol in Symptomatology and Examination of the Blood, Unne and 
Genital Secretions Prof Karl Hinsberg, dr phil , direktor 
des Physiologisch-chemischen Institutes des Medizmischen 
Akademie, Dusseldorf, Prof Josef Kialaug, dr med , dr pmL , 
direktor der Umversitats-Hautklimk und Polyklinik, Hamburg, 
with Johannes Meyer-Rohn, dr med , Carl Schirren, 
DR MED J ReNATE WEHRMANN, DR MED , and R H O B 
Robinson, md, pros, St Thomas s Hospital, London 
Pp 337 Dm 118 

Vol XII Functional Disturbances Prof Alfred Auerbach, 
Umversity of California, San Francisco, Carl E Burkland, 
M D , Sacramento, Prof Gustav-Wilhel-M Parade, direktor des 
Stadtischen Krankenhauses Neustadt a d Wemstrasse, J 
CosBiE Ross, ch m , f r c s , Liverpool, Donald R Smith, 
m d , Medical School, San Francisco, Walter W Williams, 
m D , Sprmgfield, Mass Pp 312 Dm 98 


iwo new volumes mark contmumg progress 




completion of this major urological work Volume in, on 
the mvestiganon of blood, urme, and gemtal secretions m 
gemtourmary disease, provides much information of funda¬ 
mental importance to both chmcian and pathologist In an 
mtroductory section, which wiU be particularly appreciated by 
Bnash readers, Robmson descnbes the significance of abnor- 
mahues of the volume and composmon of the uime, and there 
IS a succmct account of the variations of quahty of the unne m 
different forms of urinary diseaseandits relauon to the symptom¬ 
atology This section seems all too short and may be m places a 
little too dogmanc, but it is brilliantly executed and plays an 
essential part m conditionmg the urologist to the accounts of 
laboratory mvestigauons which form the rest of the volume 
They are contributed by several emment authonues m German, 
and are detailed and comprehensive Routme methods of 
bactenological and biochemical exammauons are supplemented 
by a descnpuon of the vanous techmques used m hormone 
esumanons and the concentranon of antibioncs A short sec¬ 
tion IS also mcluded on the examination of the prostatic 
secretion and the ejaculate This accumulated informanoa 
will make the volume appeal particularly to those workmg m 
laboratones attached to urological departments or clmics 
and at the sMe time it is an essential background to the study 
of i^ary diseases described elsewhere m the Encyclopadta 
By con^st, volume xii is essennaUy climcal and deals with 
funcnonal disturbances of the gemtourmary apparatus The 
conmhunons of five distmguished authors mclude a general 
mtroducnon foUowed by references to such varied topics as 
nemomus^ar dysfimcnon and paraplegia, urogemtal ^frg^ 
te^y, and male stenhty With the exception of the secuon S 
temy (m Gei^), all are m English There is mevitably a 

treatment of male stenhty will be of and 

engaged in this raoidiv pvt, ^ great mterest to those 
res^ch ^Si feSe o?tW^ gemtourmary 

Ja the sense that “ volume may be mosleading 

apphed, ffie cSLts^uSu " 

^ inieeral and hi^aly practical, and 

mogem^disSse contnbuuon to knowledge of 
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amnu did not play a significant part in this transfer The 
experiments described above show tliat both albumin and 
C-globuhn can return to the mother There is therefore 
a constant exchange of these two proteins benveen mother 
and foetus In view of the neghgible quantity of labelled 
serum protein going from foetus to the hquor, it seems 
unhkely that this is the route of return to the mother 

In so far as *’‘I-labellcd serum protems can be assumed 
to behave biologically hke unlabelled proteins, it appears 
from these experiments that the transfer of albumin and 
Y-globuhn from the foetus to the mother is selective 
(little radioactivity was found m the a-globuhn and 
P-globuhns), although other individual scrum protems 
were not speafically isolated and studied We have 
studied several foetal rhesus monkeys with genede variants 
of p-globuhn, isolated by starch gel electrophoresis, 
quite different from those in the mother’s serum Although 
some of the variant p-globuhns occur m both mother and 
foetus, some variants are found only m one or the other, 
the pattern of variants m the hquor always corresponds 
to that in the maternal serum Tins is collateral evidence 
that there is httle transfer of at least some variants of 
P-globuhns from foetus to hquor or to mother, or vice 
versa In our previous experiments “ ’ we found that the 
albumin in the hquor exchanged rapidly with tlie mother’s 
intravascular serum albumm The addidonal experi¬ 
ments, described above, show that httle of tlie serum 
proteins which occur in the liquor in mid-pregnancy can 
be denved from the foitus 

Our experience with the first two monkeys corresponds 
avith that of other workers operadng on rhesus monkeys ' 
We have, however, previously had some monkeys whose 
pregnanaes survived similar operations for 2-7 weeks 

By modifying our method, we have found it possible to 
perform a hystcrotom> and implant an indwelling cannula 
in a foetus in utero without intcrrupung pregnancy 
After the last four such openuons normal hving babies 
have been bom naturally 6-7 weeks postoperauvely 


SUMMARY 

“*I-labelled homologous foetal scrum proteins were 
injected intravenously and intrapcritoncally at open 
operauon and intrapcritoncally through a cannula into 
the foetus 6 days after operation, m monkeys in mid- 
prcgnancy 

n'l-labellcd albumm and I'-globuhn, isolated by 
electrophoresis and chromatography, were found in 
samples of maternal scrum taken 2-8 days aftenvards 
Tlus transmission is sclccnvc, at least for these two 
protems, and presumably takes place across the fcctal 
placenta Negligible amounts of radioactuc protein were 
found in the liquor amnu 

The experiment on the third monkey, together with 
subsequent experience, shows that it is possible to 
perform open operation on the foetus in utero in mid¬ 
term pregnant rhesus monkeys without mterrupung 
pregnancy or prejudicing tlie birth of a normal baby 

It IS a pleasure to thank Mr R C Hollowaj for help in the 
lodination of the scrum, and Miss Sheila Macdonald for her 
assistance 

D R Bangham 
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New Inventions 


A BLOOD-TRANSFUSION BOTTLE HEATER 

In exchange transfusions the problem of uncertainty about 
blood temperature has never been entirely resolved by warming 
the blood bottle in water before transfusion Blood flowing 
along the polyethylene tube has often been palpably cool, and 
this has not helped to reduce shock or vascular spasm A 
search was therefore made for a suitable bottle heater wluch 
would warm the blood to an optimum temperature After much 
work by Electrothermal Engineering, Ltd , an apparatus was 
designed to bring the blood to 37°C and to keep it at tlus 



temperature durmg transfusion This has been proted 
sausfactory in two years’ use 

The heater (fig 1) measures 8 85x6 in overall, and is 
designed to fit snugly and securely around the suspended bottle 
The heated area extends withm Vs of each edge, and mcas 
ures about 7^4 x5‘/i m Tlie heater 
IS made of a nickel/chrome clement 
spiralled on to a rayon core, and 
firmly sewn to a single layct^f 
closely woven glass cloth The 
heater, m tlus state, is then saM 
wichcd between natural rubbe' 
sheets '/i« m thicl Wovcn-wirc 
earth screens arc then applied to 
each side of the heater, and the, m 
turn arc covered by a second layer 
of Vu sheeting A rubber- 
housed miniature preset thermosut 
IS built into one side of the heater, 
ensuring that the correct tempc'S- 
turc IS continuously maintamcd 
Quick-relcasc metal fasteners are 
fitted to both 6 in edges, cnabhag 
the heater to be quicUy and easily 

fitted (fig 2) , t £ f, 

The heater is equipped w itli o n 
of threc-co-e rubbc'-covcred lead, 
the mam connecuon of wluch is 
made before the final moulding 
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process The totsl loading of the heater is 50 vratts, and it is 
designed for operanoa from a 230/250 volt mams supplv To 
prevent tracaoa on and distomoa of, the elecmcal cable a dnp 
stand has been adapted bv mcorporatmg an electrical plug at 
the base. 


Thanks are due to Dr PAS Edmi.nos, mv late registrar, who 
sugge^ed tneposnbflitv of this method o*'heating, to Mr H Glvnne 
Jones, hovDital secretarv, and Mr P Convev, groan sapphes oScer, 
for enthusiastic help, to hlr H Leach fo'the pho ographs,andtQtne 
manufacturers, Electrotnermal Engmeermg, Ltd , 270, Keville Road, 
London, E 7, for the diagram 


S.- David s Hospital, 
Bangtr" 
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Medical Soaeaes 


BRITISH ORTHOPiEDIC ASSOCIATION 

The Assooatioii’s annual meeting tvas held in Leeds 
and Harrogate on Oct. 27-29, under the presidency of 
Mr H J Seddon 

During the meetmg Sir Charles Mobkis, vice-chancellor 
of the Umversitv of Leeds, described the organisation 
which was bemg set up to help the newh mdependent 
countries The Commonwealth Education Conference 
met m Oxford m 1959 to discuss the supplv of techno¬ 
logists and teachers to the underdet eloped and newlj 
mdependent countries It was obvious that for a long 
time supplv would fall well short of demand, hut there 
was great determination that somethmg must be done 
and legislatLon (the Commonwealth Scholarship Act) had 
been passed to this effect 500 scholarships had been 
made available m this country, 250 of them to be given 
each year The idea was that the scholars should come 
here for postgraduate study after they had taken their 
first degree This scheme was organised bv tne Got em- 
ment but was run by tne umversines, which were anxious 
to help The newlv developed countries had already had 
substantial sums of money to help them to develop their 
own umversines up to the level of the first degree, and 
U SA.. and Canada and other countries had been 
helpmg with this Efforts were bemg made to second 
our own umversiu teachers to these new umversines, but 
it was difficult to find men willin g to go away, leaving 
families and career for three to five vears Nevertheless, 
the scheme generalh had got off to a good start 

Mr Seddox asked whether it was desirable for private 
arrangements along these hnes to be made, such as had 
been mane in the case of Hong Kong Sir Ch.wi.es 
Morris rephed that m such a clear-cut case the answer 
2nd the authonnes would no doubt help so long 
as monet was available 

Sir Harry Platt said that this was a verv heartenmg 
commumcanon But man y committees were trvmg to 
carry out the same programme m these underdeveloped 
TOuntnes, and there seemed to be httle coordinanon 
between them, each country acnng mdependendv This 
woffid lead to confusion Greater coordinanon would 
iKd to economy of effort and manpower Sir Cha rt vs 
Morris rephed that the Vice-ChanceUors’ Committee 
was in touch with similar bodies m other countnes and 
re^dar meetmgs were held to ensure cooroiaanon. 

^ ^ Edelstein (South Afiica) said that manv mpn 

CMC to this country from South Africa to complete their 
■ Their own medical schools were now bemg 

scheme mentioned was very welcome 

‘ ^ Osmoxd-Clarke (London) asked what was the 

mechanism wherebv a man in one of the counmes could 


applv for a scholarship Sir Ch.aeles Morris said there 
was an orgamsanon m each country for this, and he could 
apply to his umversm or the Bnnsh Council There 
was an mter-umversitv umt m this country to coordmate 
arrangements 


Reviews of Books 


Encvclopffidia of Urology 

Edita'S C E Aixes, Homburg, Saar, V W DiS, London, 
H M WeyraCCH, San Franasco, E WnnsoLZ, Beme 
Bcilm Springer 1960 

Vol m SyTTpzcrratology end Exen-nanm of xE- Blood, XJnm cr^ 
Gcrxtal Seer xxarj Prof Karl Hissserg, dR phil , direktor 
des Physio'ogivcn-cheinischen Institutes des Medizmi'chcn 
Akademie, Dusseldorf, Prof Jose? Klmsug, o'" mtd , dr phil , 
direktor der Unit ersitats-HautUinik und Poivkiiaik, Hamburg, 
With JoBA'.-vrs Meyep-Rohs, dr med , Cal Schtrstn, 
DR MED, REIx^TE WeHR-MAXN, D” MED, and R H O B 
Rosdcson, s'j) , Fjt c s , St Thomas s Ho'p tal London 
Pp 337 Dm 118 

Vol xn Fxjrx’xorn' Disxxirtsrx:es Pro^ Alprcd Acc?3.ach, 
Umversitv of California, San Franavco, Carl E Bcrklasd, 
MJ) , Sacramento, P-of GcsTAV-VrrLEX-M Puc-mr, direktor des 
Stadtischen Kiankcnhauses Keustadt a d Wemvtra«e, J 
Cosair Ross, cha' , f r.ca , Liverpool, Dovud R Smith, 
MJ> , Medical School, San Frana'co, Walter W W nTTA Ms, 
Mm , SnrmgSeld, Mass Pp 312 Dm 9S 


Two new volumes mark contmumg progress towards the 
complenoa of tms major urological work. Volume m on 
the mvesngatioil of blooo, urme, and genital secretions in 
gemtounnary disease prondes much information of funda¬ 
mental importance to both clinician and pathologist In an 
introductory section which vnU be pamcularlv appreciated bv 
Bnnsh readers, Rooinson describes the significance of abnor- 
mahnes of tne volume and composmon of the unne, and there 
IS a sucemet account of tne vananons of quahtv of the unne in 
different forms ofunnarvdiseaseanaitsrelaaon to the symptom¬ 
atology This secnon seems all too short and mav be in places a 
little too dogmatic, but it is brilliantlv executed and plavs an 
essential part m condinomng the urologist to the accounts of 
laboratory mvesngations which form the rest of the volume 
They are contributed by several emment auinonnes m German, 
and are detailed and comprehensive Routine methods of 
bactenological and oiochemical examinations are supplemented 
by a desenpnon of the vanous techmques used m hormone 
estimations and the concentration of antibiotics A short sec¬ 
tion IS also mcluded on the examination of the prostanc 
secretion and the ejaculate This accumulated mfonnation 
will make the volume appeal pamcularly to those workmg m 
laboratones attached to urologicai departments or dimes, 
and at the same tune it is an essential bac^^round to the study 
of urmary diseases described elsewhere m the Exu^clopeedta 
Bv contrast, volume xn is essennaHv clmical and deals -with 
funcnonal disturbances of the gemtounnarv apparatus The 
contribiitioris of five distmguished authors mdude a general 
mtroduenon followed bv references to such vaned topics as 
neuromuscular dvsfuncuon and paraplegia, urogemtal allergy, 
letanv, and male sterflitv With the exception of the section on 
tetanv (m German), aU are m English. There is mevitablv a 
little overlap between the mtroduenon and some of the later 
secnons, but each bv itself is authontanve and comprehensive 
(X outstanding merit is Cosbie Ross’ account of neuromuscular 
d^funenon jid paraplegia, containing a great deal of well- 
iUustraied and practical information which those who undertake 
o 97 Psaents with spinal mjunes cannot afford to ignore 
^ilarlv the w^-halanced account of the mvestig^nr^d 
^ mteref to th": 

area of gemtounnary 
research. Though the tide of this volume may be misleading 
m the seme that "funcnonal” is nowadays Lqu^ti^! 
^ *^“Skout are highly praca<^, and make 

SogSlSse conmbunon to knowledge of 
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^^otcm and Amino Acid Requirements in Early Life 
L Emmett Holt, Jr , m D , department of pediatrics, New 
Tork Umversitj, Paul GyOrgy, m d , department of pediatrics, 
Unncrsit} of Pcnnsjliania, Eduard L Pratt, m d , depart¬ 
ment of pediatrics, Umsersity of Tc\as, Selma E Snyderaun, 
M D , department of pediatrics. New York Universit}, William 
M Wallace, m d , department of pediatrics. Western Reserve 
Umversitj New York Umversitj Press 1960 Pp 63 SI 
This excellent and vv ell-documented monograph sets out 
clearly and concisely what is known today about protein 
requirements m early life Those who know the authors and 
tlieir contributions to the sub;ect will recognise the parts of 
the book for which they have been mainly responsible, but the 
integration has been admirable and the monograph reads 
perfectly as a whole 

Beginning with the extent to which protein intake may affect 
the composition of the body, the authors then consider protem 
requirements at all ages and w ays of satisfy mg them There is a 
short section on the quality of protem and the effect of heat on 
Its nutritional value, and Ae latter part of the book is devoted 
to the requirements of armnoacids, collectiv'ely and individually 
The authors discuss the protem requirements, and secondarily 
the calorie requirements, of people livmg in undeveloped 
coimties, and summarise the effects, good and bad, which may 
be anticipated after a large increase m the protem intake The 
diagrams and charts are clear and instructive All interested m 
infant feeding and m the wider aspects of nutrition should 
read this book and have it by them 

Man’s Posture Electromyographic Studies 

] Joseph, m d , m r c o g , reader m anatomy, Guy’s Hospital 
Medical School, London Springfield, III Charles C Thomas 
Oxford Blackwell Scientific Publications 1960 Pp 88 44s 
It has been widely accepted that a man standmg upright is 
held m that position by the “ balanced tone ” of the several 
muscles on the back and front of his legs, which, by their 
opposing acuon, fix the joints they span To those who have 
been taught that some " tone ” is present even m muscles at 
rest, such sustained activity seems not unlikely and only 
slightly uneconomical, and the fact that no clc«rical evidence 
of Its existence was forthcoming has been attributed to the 
difficulty of demonstrating widely separated discharges in an 
otherwise inert muscle mass 

Dr Joseph has now shown, by the use of an extremely 
sensitive electromyograph, that most of the muscles m question 
are completely relaxed Only those of the calf, and some in the 
back, arc contracted in the position desenbed, which is other¬ 
wise sustained by the strength of the ligaments of the knees and 
hips The researches which have led to this conclusion are, 
m this short monograph, set out in a simple and convmcmg 
style which makes it a model for such repotting 

Current Surgical Management 

2nd vol A Book of Alien a:nc Vieupotnis on Contra’crsial 
Surgical Problems Editors John H Mllhollax*d, m d , New 
\ork University College of Medicine, Edwis H Ellison, m d , 
Marquette Univcrsitv School of Medicine, Stanlev R/Friesen, 
MD , Univcrsitv of Kansas Medical Centre Philadelphia and 
London W B Saunders 1060 Pp 348 S6 j 
Surgical opmion is apt to be authoritarian, a conglomerate 
of tradition and top hat—thus leading to mispnsion But 
there can be no right and no wrong in a subject so full of 
mcxacutudcs, mdeed, even when other things arc equal, a 
method successful in one man’s hands may prove otherwise in 
Tnothcr’s That each surgeon should develop his opinions is 
right, that he should advocate them is understandable, but 
that too often he espouses them to the exclusion of others is 
incxcus-blc In this second volume the authors pursue their 
civilising mission bv placing side by side contrirv opinions 
on a further selection of important control crsia! subjects 
A topical choice it is too, watli repair of hiatus hernia, dc cction 
o*' cor"mon duct stones, treatment of breast cancer, and the 
signi’’cance o‘'la'T:c-bo vel polvps among the subjects discussed 
Mam would have welcomed a discuss on on the hormonal 
treatment of b'east cance-—J'c pms and cons of hypo- 


physectomy \ ersus adrenalectomy and the place of androgens 
and ocstrogens—but perhaps this will come m a third volume 
As It IS, the chapter on breast cancer is confined mamlv to the 
question of radical mastectomy, and the contributor of this 
chapter kills the recently agreed international method of 
stagmg almost before it has been bom This seems to be the 
one uncivil act in a book in which 50 contributors, who know 
how to write, have provided much argument for the lunch 
table at little cost 


Contributions to Obstetrics and Gynrccology 

V N Shirodxar, md,frcs,facs, emeritus professor of 
obstetrics and gjnaicology. Grant Medical College, Bombaj 
Edinburgh E & S Livingstone 1960 Pp 159 37 j 6d 
Professor Shirodkar is best known in this country for his 
work on cervical incompetence The operation which bears his 
name is beautifully illustrated in the first chapter of this mono¬ 
graph, but the text is disappointingly brief Very little is said 
of the results, and no consideration is given to possible complica¬ 
tions There follows a much fuller chapter on prolapse, and a 
number of criticisms arc made of the Manchester-type opera 
tion pioneered by Donald and Fothergill Shirodkar believes 
that this operation is based upon an imperfect understanding 
of the ligamentous supports of the uterus, and he describes the 
modifications which he has introduced His description is 
supported by an excellent series of photographs and diagrams 
A 95% success-rate is claimed for his operation For the S”, 
of fulures Shirodkar describes i very elaborate fascial sling 
operauon 

Further chapters are devoted to the surgery of blocked 
fallopian tubes and to surgical techniques for fashiomng an 
artificial vagina The remainder of the book consists of 
summaries of various papers by the author There is no obv lous 
connection bctvv cen most of these items, and some are v erybrief 


French’s Index of Dififercntinl Dingnosis (8th ed 
Bristol John Wright 1960 Pp 1124 126 j)—T hatthisbook 
should be approaching its fiftieth birthday (it first appeared in 
1912) IS sufficient tribute to the originality of its first author 
and to Its perennial popularity and value as a work of reference 
It IS still without a rival in its class The new edition, again 
ably edited by Dr A H Douthvvaite, looks much like its 
predecessors, but the text has been widely revised and many new 
illustrations arc included The articles, by 20 hands, maintain 
the expected high standard, with only very occasional lapses In 
the article on incontinence of farces, for example, no mention 
IS made of faical impaction, which must be far commoner than 
any of the causes mentioned Inconunencc of urine, too, is 
now such a common condition m an ageing population that it 
might merit a mam article to itself in the next edition Perhaps 
that will appear in time to start this unique book on its second 
half-century of useful life 


The Diabetic ABC (12th cd London H K Lewas l^fiO 
Pp 82 5i fid) —In the new edition of this vvell-knowai book 
by Dr R D Lawrence a short section has been included on the 
use of the sulphonylureas, but phenformin is not mentioned 
It IS perhaps more of a defect now than formerly that the red 
poruons of the ime ration scheme include a set proportion o* 
protem to fat, so that it is hard to vary them independently of 
each other TTus is sull possible, however, with this book if the 
5-grammc rauon scheme is used, although the recipes are no 
designed for this method In the soup reapes the amounts o 
the ingredients are speafied without reference to the volume o! 
soup to be prepared This book has in the past been th' 
mainstay of countless diabeucs, and with its wealth of sou" 
practical adv ice it wall presen c that role ) 

Demographic Icarbook 1959 (11th ed New Tori 
Statistical Office Pp 719 Clothbound, 71j , paper, 5/i x 
Obtainable from H M Stationcn Office, P O Bor 56^, 
London, S E 1 ) —The special topic covered is nanlitj -tati'^ 
tics from 1040 to 195S The data show an annual populat 0 
gam in the world of 4S million Fo' the first time, an atte"r 
has been made to difrcre"tiatC the statistics acco'd to l 
degree of rc'iabihrv 


’hi 
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Publications on soaal subjects have fiowea fast of 
kte &om H AI Stauonerv Office Within a week or so 
vre hav e had the reports on Children and Young Persons ^ 
and on Corporal Punishment- and a draft Bdl m- 
corporatmg many of'their conclusions Such legislame 
celenn must be almost ■without parallel Mr R. A. 
ButleRj the Home Secretary, has left on one side the 
age-hrmts of criminal responsibdity and provisions for 
children needmg care or protection, partly because they 
are irrelevant to this Act and partlv because he wishes 
pubhc opmion to form ® Afuch more contentious will be 
the positive decision not to remtroduce corporal pumsh- 
menL 

The Advisory Council on the Treatment of Offenders, 
a broadly based body,' came to a unanimous conclusion 
on this ^er miual disagreement. Their report observes 
that testimonv was notable for its conflicting nature but 
pavs mbute to the meoical evidence, sajung that “ there 
was far greater unanimi ty m the ■news espressea to us by 
psychiatrists than m those expressed by members of any 
other profession” These news, m substance, were 
accepted bj the Council^ and some may use anti- 
psychiatnc prqudice to attack the repom But this 
testimony ■was a small part of the Council’s endence, and 
we pamcularly welcome their extension of the Cadogan 
Committee’s survey® of flogged persons (about 3000 
altogether) showing that thar reconncnon-rate was m 
general shghtly higher than where corporal punishment 
had not been givem It is good, also to be re min ded that 
the measure fas oured by most (floggmg for sexual and 
nolent crimes) would put the clock back not twelve years 
but a hundred and that the present demand for its return 
IS the subject of adverse co mm ent abroad Certamly it 
would have been a pity, at a tune when the rate of 
increase of dehnquency shows signs of easmg, if corporal 
punishment had been able to ckim credit for a spon¬ 
taneous improvemenL It is an mterestmg commentary 
on our democratic process to note ftom the report that 
the general pubhc, the judges of the Queens Bench 
Dmsion and members of the Alagistrates’ Assoaanon 


1 C=i 1191 

H-M. S. 2 nc=K- 05;=. 19*0 S-c No- 5 lo*o p 1015 
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Lar-tr No- 19 19*-'> p U.,9 
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probably fatour by significant majonoes some form of 
corporal punishment, but borstal governors and pro- 
baQon officers seem to hold the reverse new (of nme 
national daily newspapers, madentally, only the Express 
opposes the Councils conclusions) The will of the 
people appears this tune to have taken second place to 
dispassionate study of the facts 

The new C riminal Justice Bill proposes, as soon as 
faohnes permit, to exclude nearly aU under-21s from 
prison by makmg greater use of borstals and detention 
centres, particularly of the latter (The pronsion m the 
Act of 194S preventmg a lad ftom gomg there a second 
tune ® IS to be repeated.) This ■wiU mean a change m the 
character of the detention centres, which will no longer 
be designed to gi% e a “ short, sharp shock ’ to a restricted 
group of wraj-ward but phvsically healthy voutns wnose 
disorder is not persistent or deeply mgramea In fact the 
mtenselv disaphned, spartan and energetic life of 
the pioneer centres has altered much over the years 
and m future we are gomg to see these centres 
pro^nomg co nfin ement for the young while avoidmg 
the contaminaDon of hardened adult offenders When 
the detention-centre network is established gradmg of 
schools and classification of lads (as of prisons and 
prisoners) will become necessary, though the Act 
makes no such provision Notwithstandmg magisterial 
enthusiasm, we have held grave doubts about the 
effectiveness of “ tradmonal ” detention, doubts which 
were not assuaged by the report of 503o reconviction 
among these lads withm three or four years of dis¬ 
charge.' But if the new centres measure up to the best 
that the Prison Commission has e to offer, ti^ part of the 
Act ■will be verv welcome. 

Extension of compulsorj* aftercare to voung people 
from those centres, and eventually to a ■wide range of 
adult prisoners, is valuable and long overdue Few 
phvsiaans discharge patients after long-contmued 
mpauent treatment ■without periodic foUow-up and 
check on progress What the Act does not take account 
of IS the troubled ana madequate state of existmg faah- 
ties The organisation, and the Tr ainin g of suitable staff, 
will require a good deal of thoughL 

One of the more surpnsmg proposals m the Act is that 
any or all of the functions of the Prison Commission may 
be transferred to the Secretary of State bv Order m 
Coimal and that ultunatelv the Commission mav be 
dissolved It is hard to foresee the imphcanons of this, 
but, for a time at least, it could mean httle more than 
busmess as usual behmd a different shop fronL The 
Commission, over the past few years, has taken great 
smdes, sho^wmg courage m expenmentmg—or aUo'wmg 
others to experiment—with new ideas But for hostile 
pubhc opmion and money troubles, the penal scene 
could, we beheve, have been alteral e\en more If 
closer mtegranon with the Home Office stills this 
maependent enterpnse and makes the prison semce 
more subsement to pohncal fancy the move ■will be 
tragic mdeed. But there is some anal ogy here ■with the 

6 Cr. =- - r - l Jus-C- Jc- 19,9 IS 
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Board of Control, which retired wth honour on Nov 1 
after a century of valuable service (including the earlier 
period of the Lunacy Commission) The need for day- 
to-day supervision of mental institutions, essential in the 
past century, has now gone and their management should 
resemble that of other hospitals tvithin the N H S 
Similarly, Mr Butler is evidently looking ahead to a 
wider orgamsation covering Home Office responsibihties 
for criminal justice and the treatment of offenders ® 
Integrated probation, pnson, and aftercare services 
would certainly be welcome 
While one may applaud what is in this Bill, it does not 
make much progress towards the ultimate god of a pend 
system run effectively on factually based concepts of 
diagnosis and treatment The conditions for securmg 
accurate knowledge of what prisons do to men are only 
slowly coming about, and e\penmentd randonusing 
techmques will be fought tooth and nail by the judiciary 
But one particularly grotesque gap m our court 
system could be dedt with in this Act—namely, the 
complete ignorance of judge or magistrate regarding the 
outcome for those offenders to whom they give so much 
thought before taking decisions which make or mar the 
lives before them This is hke a physician giving a shot 
of long-acting penicillin to a man with broncho- 
pneumoma wthout troubling to call again—evcept that 
the judge is much less sure that his methods work 
Judges, hke doctors, need to learn from their errors 
(and from their successes) and there can be no- sub- 
sntute for the long-term prognostic survey Kraepelin 
founded psychiatric diagnostics in this way, and 
there are plenty of hmts that pend diagnosncs might 
be similarly eluadated The new aftercare provisions 
w ill help greatly in this, but we beheve this Act should be 
amended by a dause providing that, on evpiration of any 
period of supervision, the ongind sentenang authonty 
be furmshed with a report setung out, in standardised 
form, the offender’s subsequent career with loss of 
remission and why, participation in the regime, 
behaviour during aftercare, and so on Addressed to the 
clerk of the court (who w’ould forward it if necessary) the 
report would be follow'cd by supplementary' ones, should 
the man offend again later on This measure would not 
only help the courts (and their views on corpord 
pumshmcnt point to the need of that) but w'ould add to 
tlie mterest of an onerous task and provide a source of 
research material 

Disorders of Movement 
The functions of the basd gangha arc snll a debatable 
part of neurology For Hughlings Jackson the corpus 
stnatum pla^cd an important, though somewhat ill- 
defined, part in the organisation of moiement, the lack 
of dcfimtion being lUustntcd b\ the fact that he was apt 
to speak of the neurd basis of moicmcnts as being 
situated “ close upon ” or “ on the hemisphere side of” 
the corpus stnatum Kinnier Wilson’s desenpuon in 
1911 of progres'n e Icnncular degenerauon brought part 
of the corpus stnatum into a sharper focus, but dso 

j- j,,, 5.5 


heightened the contrast between the severe and disabling 
symptoms m man attributed to lenticular degeneration 
and the physiologist’s failure to produce any comparable 
disorder by expenmentd lesions in ammds Ramsai 
Hunt in 1917 drew attention to the association between 
degeneration of the globus pdlidus and parkinsomsm, 
but within a few years parkinsomsm resulung from 
encephahtis lethargica was to be attributed to degenera¬ 
tion of the substantia mgra This view later recen cd the 
support of no less an authority than Greenfield 
Recently evidence has accumulated that surgical lesions, 
either of the globus palhdus or of the opnc thalamus, may 
benefit parkinsomsm 

Professor Denny-Brown’s review (concluded in our 
present issue) is therefore timely, and he is perhaps 
umque in being able to bring to this complex problem 
experience m chmeal neurology, neuropathology, and 
neurophysiology As a climcian he sees the chmeal 
condition of a patient at any particular moment as only 
a phase m the course of the disorder whose pattern 
slowly changes through the years This leads him to 
recogmse resemblances between disorders which, on 
chmcopathological grounds, have in the past been 
perhaps too rigidly treated as distinct, or one disorder, 
which at a certam phase of its evolution appears quite 
different from another, may at a later stage come to 
resemble it As a neuropathologist he seeks to correlate 
certam chmeal pictures with such pathological features 
as their locahsation or diffuseness, acuteness or chrom- 
city Finally, as a neurophysiologist, he regards disorders 
of the basal ganglia as produang not merely isolated 
disturbances of posture, tonus, or movement, but as 
interfering with the reactions of the orgamsm as a whole 
to contact and gravity, and as disturbances of its 
orientation m space of a kind with which the experi¬ 
mental physiologist IS famihar in amraals Thus, 
Denny-Brown notes the mvoluntary movements of 
Wilson’s disease, whether tremulous or athetouc, gwing 
place in time to a hemiplegic posture, a terminal 
dystomc state which, m his experience, is always present 
when bilateral rarefacdon or frank cavitanon of the 
putamen occurs In time, however, this gives place to a 
state of mild general flexion In Huntington’s chorea, 
too, the carhest involuntary movements pass through an 
athetoid phase, which again may end m a dystomc state 
similar to that found in a late stage of Wilson’s disease 

Denny-Brown’s study of the effects of acute lesions 
of the putamen and globus palhdus is of particular 
interest He lays emphasis on the akinetic mute state of 
general flexion of all hmbs, with pronated wnsts and 
extended fingers, that is charactenstic of severe damage 
to the globus palhdus and in rmlder cases is assoaated 
with tremor of parkinsonian tvpe In contrast, destruc¬ 
tion of the putamen and ciudaic nucleus leads to rigid 
flexion of the upper limbs with extension of the lower 
limbs, greatlv intensified bv suspending the pauent 
free of contaa wtth bod> surface Taking the pheno¬ 
menon of athetosis as a model, Den’NI-Bfown observes 
that the charaaensuc elementary postures of athetosis 
are also encountered in Huntington’s chorea and m 
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dystonia musculorum deformans as well as m parkm- 
somsm, m all of which “ the essenUal conflict between 
propnocepDve inhibmon and exataoon is of one degree 
and not of kmd ” Hence “ plastic ngidity, parkmsoman 
tremor, and dystoma are different aspects of a conflict of 
released proprioceptive reactions The conflict is 
resolved more slowly in plastic ngidity, more rapidly and 
rhythmically m tremor, and not at all in intense 
dystoma ” 

But these phenomena are to be understood only by 
takmg mto account the relations between the basal 
gangha and the cerebral cortex Only when the nervous 
system is seen as a whole, with the distance receptors 
conveymg information of certam kinds about the 
environment, while the labynnths and other propno- 
ceptors as well as the tactile receptors are concerned with 
more immediate adjustments of the body in response to 
touch and gravity, can we appreaate the mterference 
produced by lesions of the basal gangha with these 
complex mterrelauons and mtegrauons 


Some Causes of (Edema 
Metabolic studies with ^^^I-labelled albumm have 
greatly increased our understanding of the patho¬ 
genesis of oedema, and the recogmtion of massive 
gastromtesunal protem loss in vanous digestive dis¬ 
orders has provided climaans with a new clue to the 
puzzhng syndrome of‘lidiopaffuc hypoalbummsemia 
Interest m any one mechamsm may obscure the fact 
that usually several abnormahties imderhe oedema 
formauon, and a smgle case studied m great detail by 
Gross et al ® at the Peter Bent Bngham Hospital, 
Boston, seems particularly mstructive 


The pauent was a 59-year-old man with a two-year 
history of progressive generahsed oedema, without either 
climcal or laboratory evidence of hver, kidney, or cardio¬ 
vascular disease Withm a few weeks of admission— 
despite treatment with diet, diuretics, and digitahs— 
his serum-protems fell to 2 3 and his serum-albumin 
to 0 8 g per 100 ml The serum was then subjected to a 
battery of chemical tests, mcludmg Immunoelectrophoresis 
on starch-gel, ultracentnfugation, and assay of copper- 
oxidase activity, and, besides the gross defiaency m 
albumm, these revealed several abnormahties The iron- 
bmdmg y-globulm fraction and the serum-csruloplasnun 
level were decreased, a narrow mtensely stainmg band 
(with a Svedberg coeffiaent of 7 units) migrated with the 
slowest-movmg y-globulms, and a persistently raised 
serum-cholesterol was assoaated first with a rise m low- 
density hpoprotems and later m the disease with an 
increase m macroglobuhns m the aj-globuhn fracaon 
The Congo-red test and gmgival biopsy for amyloidosis 
Were neganve, and there was htde in the blood-smear or 
bone-marrow to support the diagnosis of multiple mye¬ 
loma The urmary excretion-rates of 17-hydroxycorti- 
costeroids and aldosterone were moderately raised, and 
turnover studies pomted to mcreased hydrocortisone 
synthesis 
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Though the patient had no gastrointestmal symptoms, 
excess fecal mtrogen excretion (2-8 g per day) suggested 
the possibihty of plasma-protein leakage mto the gut, 
and, by comparmg immtmoelectrophoretic patterns, the 
Boston workers identified four serum fractions m the 
gastric and duodenal aspirates This findmg, together 
with lack of sustamed response to mtravenous albumm 
and blood-transfusions, justified an exploratory laparo¬ 
tomy, and at operation a thickened, mdematous length 
of jejunum was resected (Most of the small gut was 
engorged, oedematous, and irritable) The resected 
segment was tested m vitro for capaaty to transport 
radioactive albumm from its serosal to its mucosal 
surface—a possible route for plasma-protem loss m the 
presence of asates Though the specimen proved its 
viabihty by acQvely transferrmg glucose against an 
osmotic gradient from mucosa to serosa, no reverse shift 
of albumm was observed Neither the operation nor a 
subsequent peritoneojugalar shunt brought any improve¬ 
ment, and the patient eventually died of pulmonary 
oedema and pentomus 


The turnover of t^ij-labelled albumm ^ ’ was twice 
studied m the course of the illness If the daily loss m 
plasma-radioactivity is plotted as a percentage of the 
radioactivity in the tracer-dose, a curve of two com¬ 
ponents IS obtamed In the first three or four days 
plasma-radioacnvity falls steeply to about 10%—a 
result mainly of the dilution and equihbranon of the 
mjected matenal m the vanous body-flmd compart¬ 
ments A longer-conunued and gentler slope represents 
the breakdown and external loss of the radioactive 
albumm, and it is from this that the half-hfe of albumm m 
the plasma is calculated It has been shown, however, that 
even carefully labelled protems tend to have a shorter 
half-hfe than unlabelled matenal Denaturauon 
accelerates the removal of protems from the blood¬ 
stream, and, before the mtroduction of new techmques, 
partial denaturation was the mevitable side-effect of over- 
lodmaoon, heat-treatment for stenhsation, and mtemal 
radiation damage Nevertheless, companson of the 
half-hves of identical preparations of i^^I-albumm m 
the pauent and m healthy controls showed that albumm 
disappeared from the patient’s plasma about twice as 
fast as from the plasma of the controls, and calculations 
based on this findmg mdicated that his fractional rate 
of albumm catabohsm was considerably mcreased Such 
an increase does not necessarily mean that abnormally 
large amounts of albumm are broken down Obeymg 
the law of first-order reactions, albumm catabohsm 
removes a more or less fixed proportion of the total 
body pool each day, not a fixed number of molecules ® 
and the fractional rate of turnover is therefore mcreased 
when the body pool is reduced more than the break- 
down-rate (as can happen m cirrhosis or protemuna), 
and, conversely, it dechnes when the body pool is 
mcreased dispropomonately to a nse m albumm syn¬ 
thesis It is, of course, far from easy to measure tvith any 
accuracy the albumin pool of a patient with gross oedema. 


7 Gitlin, D , jMeway C A Farr, L E 7 dm Imesi 1956,35, 44 
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effusions, and asatcs, but qualitatively if not quantita¬ 
tively the estimates of Gross et al can be accepted These 
showed that their paUent catabohsed only 9 g alb umin 
per day (the normal range is 15-25 g), but that this 
figure represented 13 1% of his total body pool (normal 
4-6%) The state in this case contrasts stril^gly with that 
in congemtal analbuimnEima, which Professor Bennhold 
and his colleagues discuss in their article on p 1169 

In the absence of external loss in the unne or faces, 
or from exudative skm lesions, an increased fractional 
rate of albumm catabohsm points to excessive albumm 
breakdown in the tissues or to albumm exudation and 
breakdown in the gastrointestinal tract Neither of 
these processes is easily measured Since the stomach 
excretes a considerable amount of H^^ij pja^-e of HCi) 

estimations of total activity m the gastroduodenal 
juices and in the fasces are of httle sigmficance, and 
rapid breakdown of labelled albumin by intestmal 
enzymes and reabsorption of the ammoacid residues, 
mcluding i^^I-tyrosine, mterfere tvith the measurement 
of albuimn-bound (Labelled polyvmyl pyrrohdme, 
recendy mtroduced by Gordon,'*'^ overcomes this 
difficulty It has a similar molecular weight to that of 
albumm but it is not hydrolysed by gastromtestinal 
enzymes) Another difficulty hes m our ignorance of 
where albumm is normally catabohsed m the body 
Experimental work strongly suggests that the renculo- 
endothehal system plays a dommant part^^^®, but m 
the Boston case attempts to mhibit reticuloendothehal- 
system activity by various forms of steroid therapy 
were ineffective 

Though a raised fractional rate of albumm catabohsm 
alone can account for hypoalbummEemia, other mechan¬ 
isms must probably operate before o:dema develops 
The grossly subnormal rate of albumm synthesis (9 g 
per day) m the patient mvesugated by Gross et al is 
the more surprismg smce m many hypercatabohc states 
the body can balance mcreased loss by an mcrease m 
albumm synthesis Albumm, moreover, is synthesised 
entirely by the hver, and not only did hver-function 
tests fail to reveal signs of parenchymatous damage but 
postmortem exammation also showed that the hver was 
relauvely healthy Albumm hj’poanabohsm, however, 
IS occasionally the sole mamfestation of hver dysfunc¬ 
tion—another remmder that, unless mtcrpreted with 
great caution, “ hver-function ” tests can be as meamng- 
Icss as body-function tests 

A third abnormahty which undoubtedl} contnbutcd 
to ccdcma formation was mcreased capillary permeabihty, 
Icadmg to an mcrease m the extravascular colloid- 
osmonc pressure The normal mterstitial-fluid volume 
IS about three times the plasma-iolumc, and, though 
It cannot be dirccdy sampled, studies wxdi *’'I-Iabcllcd 
albuimn suggest that it contams about half the total 
body albumm With o:dcma, effusions, and asates, 
IF"GT5cTlRrinTTIT»rT9iTr3li 
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the mterstmal-fluid volume may double or triple, and, 
since m most oedematous states the percentagc-distnbu- 
tion of albumm between the flmd compartments remains 
the same, the mtersotial-flmd albumin concentrauon 
usually falls (In the nephrotic syndrome it may fall 
to a hundredth of the serum concentrauon) In the 
Boston case, by contrast, it remained about a third of 
the serum concentrauon throughout the illness and 
several observauons suggested that this could be 
accounted for by albumin leakage through the capillary 
walls The iniUal studies of ^^T-labcUcd-albumin 
turnover showed an abnormally bnsk diffusion of the 
mjected material, and intramuscular growth-hormone— 
given m the hope that it might sUmulatc connecmc- 
Ussue formation and dimimsh capillary permeabihty 
—resulted m an even more dramatic shift in the reicrse 
direction Though the treatment lost its effectiveness 
after twenty-four hours, for a bnef penod the patient’s 
serum-albumm rose from 1 3 to 5 1 g per 100 ml, his 
serum concentration of labelled albuimn increased 
fourfold, his serum-cairuloplasmm level doubled, and 
dilated submucosal lymphatics were observed in 
oedematous areas 

Gross et al conclude their important study by noting 
that their patient, besides a greatly dimimshed total 
albumm pool, showed exTxeme muscular wasting This 
was further evidence for Whipple’s thesis that 
protein metabohsm must be assessed in terms of a 
dynaimc equihbnum between the mtravascular, inter¬ 
stitial, and tissue proteins 


Infection by Anonymous Mycobactena 
The relative importance attached to chmcal, radio¬ 
logical, and bacteriological entena in the diagnosis of 
pulmonary tuberculosis has vaned at different times 
and in different circumstances A by-product of closer 
attention to bactenological findmgs has been the 
recogmtion of lung infections masquerading as tuber¬ 
culosis but caused by mycobacteria qmte distinct from 
tubercle baalh—^infections which we termed “myco- 
bactenal pseudotuberculosis ” 

The name “ anonymous mycobacteria ” has been 
given to mycobacteria, isolated from human morbid 
matenal, which arc distinct from tubercle baalh and 
other accepted speaes So defined, the group contams 
mycobactena of undoubted pathogeniaty and also 
casual transient intruders Pathogeme strams cannot 
be identified with certamty by their properties, but a 
mycobactenum isolated repeatedly m the absence of 
any other evident cause may be regarded as a pre- 
sumptitc pathogen Casual anonymous strains arc 
rarely isolated more than once from any one patient 
Qassification of the anonymous mycobaacna owes 
most to Rum ov,-* who has defined the following groups 
1 Photochromogens, v. hich arc cream or buff jn the da k but 
p-oducc a jcllow or orange pigment rapidly after expo-ure to 
light____ —--- 
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2 ScotochromogenSj vrluch are yellow 3 orange, or reddish 
from the start of growth both in hght and in dark 

3 Ison-photochromogens, which are cream or buff grown 
in the hght or m the dark, although some strains slowly become 
yellow or reddish 

Runt OX distinguishes rapidly growing non-photo¬ 
chromogens as group 4, but oprmons differ on this 
separauon Photochromogens, for which the name 
M\co kansam has been proposed, are a homogeneous 
group yrth hmited but defimte pathogematy for 
laboratory animals, m man they seem usually to be 
pathogemc. In contrast, scotochromogens are almost 
always casual mtruders without significance Non- 
photochromogens are a heterogeneous group which at 
present cannot be satisfactonl} subdivided, they mclude 
both pathogemc and casual strams, the relaut e propor- 
uons vaiymg between different areas 
Leivis et al -= report from Flonda 116 cases of pseudo- 
tuberculosis due to non-photochromogens The organ¬ 
ism was demonstrated repeatedly by culture m all cases 
and b) smear m 70% Symptoms were similar to those 
of tuberculosis and mcluded cough, loss of weight, low 
fever, and, m some cases, hEmoptj’sis Radiological 
appearances were mdistinguishable from those of 
tuberculosis, and cavitanon was present m 78% Skm 
tests with standard pJ> D and a protem preparation 
from a non-photochromogen culture were made m 50 
cases and were compared with the results m 50 cases of 
tuberculosis In the great majority there was a larger 
reacuon to the homologous antigen A disqmetmg 
feature of the study was that pauents with pseudo¬ 
tuberculosis fared less well than those with tuberculosis 
The cause was no doubt the inh erent resistance of 
non-photochromogens to most chemotherapeutic agents 
(photochromogens are somewhat less drug-resistant), 
though a fair number of strains were sensitii e m vitro 
to viomycm, cydosenne, kanamycm, and streptovancm 
Of a total of 78 patients treated medically, 15 died, 44 
were considered still to have active disease on discharge 
from hospital (27 remaimng bactenologically positive), 
and only 19 appeared to have overcome their infection 
Resection was undertahen m 37 cases and plombage m 
1 Comphcations of surgery were rather commoner 
than m tuberculosis, they mcluded bronchopleural 
fistulam3cases andhEmorrhagem2 In2 cases death 
followed operation The disease became macnve m 30 
patients 

Expenence m Flonda, as m this country, suggests 
that m many cases of pseudotuberculosis resistance to 
toycobactenal infection has previously been lowered by 
other chest disease or by debihtatmg conditions such as 
alcohohsm or gastnc resection Occasional cases m 
patients on steroid therapy suggest that this, too, may 
predispos e to the infection The madence of anonymous 
mycobactena m Flonda is similar to that reported for 
Wales by Marks and Trollope,-® who found these 
orgamsms m 2% of new patients jieldmg mycobaaena 
on sputum culture, but only 42% of their anonymous 
sktsms were judged to be pathogemc 

^ Lewis A. G Lssebi E. M Ansstrong A. L., Dunbar, F P Hr- 
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Our preiTous suggestion that patients with pseudo- 
tuberculosis should not be treated m contact with cases 
of tuberculosis is supported b\ the obsenation m 
Flonda that 2 such patients acquired infection with 
drug-resistant tubercle baolh m hospital In contrast, 
healthv contacts of pauents with pseudotuberculosis 
do not seem to be at nsk The early diagnosis of myco- 
bactenal pseudotuberculosis is important, for delay 
may jeopardise the success of surgery, which m many 
cases offers the best hope of cure Recogmuon of the 
disease depends chiefly on bactenology, and a routme 
method of screenmg my cobactena, such as that recom¬ 
mended by ALtrks and Trollope, is a necessity m 
diagnosuc work The clmiaan should consider the 
possibihty of pseudotuberculosis parUcularly m men 
over 40 who react poorly to anu-tuberculosis treatment 
and m pauents predisposed to the infecuon by pneumo- 
comosis or debihtatmg disease 


Annotations 


THE MEDICAL ADVISER 

“Let me mtroduce you to my medical adnser”, 
people sometimes say, and m his James Mackenzie 
lecture to the College of General Praenuoners last Satur¬ 
day Dr Lindsey Batten talked about the doctor’s role 
as adnsex to his pauents The doaors of Dr Batten’s 
vintage had on the whole a very creditable medical 
educauon, with an ey e to general pracuce, but, ev en so, 
he said, they were not taught the art of advismg or urged 
to look forward to it as an important part of pracuce 

Takmg examples from the various ages of man, Dr 
Batten spoke of quesuons about heritable disease and 
marriage as illustratmg his view that the doaor’s job is 
“to advise, not to give orders or pass judgment” In 
pregnancy “ the personal medical adviser is at least as 
much needed m these days of antenatal dimes and books 
and pamphlets for expectant mothers as he was before 
they existed ”, for somebody must be prepared to hsten, 
explam, and advise, even if onlv for “ the odd person 
who wants to know ” Infant welfare—a province hard 
but not impossible for the pracuuoner to regam— 
carries the same need for somethmg more than stan¬ 
dardised advice the voung mother up agamst infant 
perversiues and conflictmg counsel can be greatly helped 
by someone with qmte a small fund of apposite knowledge 
who IS not blown about by ev ery wmd of doctrme And 
It IS the same with toddlers, with then vanauons on a 
nursery theme 

“ ‘ Not use my pot ’, ‘ not eat my dinner ’, ‘ not go to sleep ’ 
comprise the whole thematic material—^it could even be 
shortened to ‘not’, but so ferule are they m mvenuon, so 
adept m the devices of augmentanon, mversion, and ornament 
that every mother beheves her pamcular htde fiend to be 
playmg a new tune ” 

After touchmg on sexual mstrucuon—part of which 
can very well come from the family medical adviser— 
and the advantage for boys and gnls to feel that they 
have an unshockable medical fnend. Dr Batten turned 
to mvahdism of the form of disabihty too often called 
chrome neurosis Needless “ distrust of a vital organ ” 
can easily be sown and grow, and though its uprooung 
may require a consultant as well as a f amil y doctor, it is a 
personal task for which teams and msutuuons are wholly 
unfitted If a young man thinks his heart is at fault, the 
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effusions, and asatcs, but qualitanvely if not quantita¬ 
tively the estimates of Gross et al can be accepted These 
showed that their patient catabohsed only 9 g albumm 
per day (the normal range is 15-25 g), but that this 
figure represented 13 1% of his total body pool (normal 
4—6%) The state in this case contrasts strikingly with that 
in congemtal analbuminfemia, which Professor Bennhold 
and his colleagues discuss m their article on p 1169 

In the absence of external loss in the urine or faeces, 
or from exudanve skm lesions, an increased fracoonal 
rate of albumin catabohsm points to excessive albumin 
breakdoMTi in the Dssues or to albumm exudation and 
breakdown in the gastrointestinal tract Neither of 
these processes is easily measured Since the stomach 
excretes a considerable amount of (in place of HCl) 
esomadons of total ^^*1 acdvity in the gastroduodenal 
)uices and in the faeces aire of httle sigmficamce, and 
rapid breakdown of labelled albumm by mtesdnal 
enzymes and reabsorpdon of the ammoacid residues, 
includmg ”^I-tyrosme, interfere with the measurement 
of albuimn-bound (Labelled polyvinyl pyrrohdme, 
recently introduced by Gordon,'* overcomes this 
difficulty It has a similar molecular weight to that of 
albumm but it is not hydrolysed by gastromtesdnal 
enzymes) Another difficulty lies in our ignorance of 
where albumm is normally catabohsed m the body 
Experimental work strongly suggests that the renculo- 
endothehal system plays a dominant part but m 
the Boston case attempts to inhibit redculoendothelial- 
S 3 'stem acdvity by various forms of steroid therapy 
were meffeedve 

Though a raised fracdonal rate of albumm catabohsm 
alone can account for hypoalbummamua, o±cr mechan¬ 
isms must probably operate before oedema develops 
The grossly subnormal rate of albumin synthesis (9 g 
per day) m the padent imesdgated by Gross et al is 
the more surprismg smee in many hypercatabohe states 
the body can balance mcreased loss by an mcrease m 
albumm synthesis Albumm, moreover, is synthesised 
endrely by the hver, and not only did hver-funedon 
tests fail to reveal signs of parenchymatous damage but 
postmortem exanunadon also showed that the hver xvas 
reladvely healthy Albumm hypoanabohsm, however, 
IS occasionally the sole manifestaoon of hver dysfime- 
don—another remmder that, unless mterpreted with 
great caudon, “ hver-funedon ” tests can be as meanmg- 
less as bodj-fimcdon tests 

A third abnormality which undoubtedly contnbuted 
to oedema formadon was increased capillar^' pcrmcabihty, 
leadmg to an increase m the extravascular coUoid- 
osmodc pressure The normal mtcrsddal-fluid x olumc 
is about three tunes the plasma-xolume, and, though 
It cannot be directlj sampled, studies with ”*I-labellcd 
ilbunun suggest that it contains about half the total 
body albumm With oedema, effusions, and asatcs, 
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the mtersdnal-fluid volume may double or tnplc, and, 
since m most oedematous states the percentagc-distnbu- 
don of albumm betxveen the fluid compartments remains 
the same, the intersddal-flmd albumm concentrauon 
usually falls (In the nephrodc sjuidromc it maj fall 
to a hundredth of the serum concentrauon) In the 
Boston case, by contrast, it remained about a third of 
the serum concentradon throughout the illness and 
several obsen-adons suggested that this could be 
accounted for by albumin leakage through the capillary 
walls The imdal studies of *^*I-labcllcd-albumin 
turnover showed an abnormally brisk diffusion of the 
injected matcnal, and intramuscular growth-hormone— 
given m the hope that it might sdmulate connccuxc- 
dssue formadon and dimimsh capillary permeabihty 
—^resulted m an even more dramadc shift in the reverse 
direcdon Though the treatment lost its effccnvcncss 
after twenty-four hours, for a brief penod the pauent’s 
serum-albumm rose from 1 3 to 5 1 g per 100 ml, his 
serum concentradon of labelled albumin increased 
fourfold, his scrum-ca[;ruloplasmin level doubled, and 
dilated submucosal lymphadcs were observed in 
oedematous areas 

Gross et al conclude their important study by noUng 
that their padent, besides a gready dimimshcd total 
albumin pool, showed extreme muscular wasting This 
was further evidence for Whipple’s thesis that 
protein metabolism must be assessed in terms of a 
dynaimc cquihbnum between the intravascular, intcr- 
sdoal, and dssue protems 


Infection by Anonymous Mycobacteria 
The relative importance attached to chmeal, radio¬ 
logical, and bactenological criteria in the diagnosis of 
pulmonary tuberculosis has vaned at different umes 
and in different arcumstances A by-product of closer 
attendon to bacteriological findings has been the 
recogmdon of lung infecdons masqueradmg as tuber¬ 
culosis but caused by mycobacteria quite disdnct from 
tubercle baalli—infecdons which we termed “ mjeo- 
bactenal pscudotubcrculosis ” -- 
The name “ anonymous mycobactena ” has been 
given to mycobartena, isolated from human morbid 
material, which arc disdnct from tubercle bacilli imd 
other accepted species So defined, the group contains 
m>cobactcna of undoubted pathogematy and also 
casual transient intruders Pathogeme strains cannot 
be idcndfied with certainty by their properties, but a 
mycobaaenum isolated repeatedly in the absence of 
any other evident cause maj be regarded as a pre- 
sumpdve pathogen Casual 30003 ^ 100 $ strams arc 
rarcl 3 isolated more than once from an} one pauent 
aassificadon of the 0000310005 m 3 cobartcn 3 owes 
most to Runt on,-* w ho has defined the following groups 
1 Photochromogens, v Inch nre cream or buff in the darV but 
produce a jellow or orange pirment rapidl> after exposure to 
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2 Scotochromogens, which are yellow, orange, or reddish 
from the start of growth both in light and in dark 

3 Non-photochromogens, which are cream or buff grown 
in the light or in the dark, although some strams slowly become 
yellow or reddish 

Runyon distinguishes rapidly growing non-photo¬ 
chromogens as group 4, but opinions differ on this 
separauon Photochromogens, for which the name 
Myco kansasii has been proposed, are a homogeneous 
group with hmited but defimte pathogemcity for 
laboratory animals, in man they seem usually to be 
pathogemc In contrast, scotochromogens are almost 
always casual intruders without significance Non- 
photochromogens are a heterogeneous group which at 
present cannot be satisfactorily subdivided, they mclude 
both pathogemc and casual strains, the relative propor¬ 
tions varying between different areas 
Lewis et al report from Florida 116 cases of pseudo¬ 
tuberculosis due to non-photochromogens The organ¬ 
ism was demonstrated repeatedly by culture in all cases 
and by smear in 70% Symptoms were similar to those 
of tuberculosis and included cough, loss of weight, low 
fever, and, in some cases, hemoptysis Radiological 
appearances were indisunguishable from those of 
tuberculosis, and cavitauon was present m 78% Skin 
tests with standard p p d and a protem preparation 
from a non-photochromogen culture were made in 50 
cases and were compared with the results in 50 cases of 
tuberculosis In the great majonty there was a larger 
reacuon to the homologous antigen A disquieting 
feature of the study was that patients with pseudo¬ 
tuberculosis fared less well than those with tuberculosis 
The cause was no doubt the inherent resistance of 
non-photochromogens to most chemotherapeutic agents 
(photochromogens are somewhat less drug-resistant), 
though a fair number of strams were sensitive m vitro 
to viomycm, cyclosenne, kanamycm, and streptovancm 
Of a total of 78 patients treated medically, 15 died, 44 
were considered stiU to have active disease on discharge 
from hospital (27 remaimng bactenologically posiuve), 
and only 19 appeared to have overcome their infection 
Resection was undertaken m 37 cases and plombage in 
1 Comphcauons of surgery were rather commoner 
than in mberculosis, they included bronchopleural 
fistula in 3 cases and hemorrhage in 2 In 2 cases death 
followed operation The disease became inactive m 30 
pauents 

Expenence in Florida, as in this country, suggests 
that m many cases of pseudotuberculosis resistance to 
mycobacterial infection has previously been lowered by 
other chest disease or by debihtating conditions such as 
alcohohsm or gastnc resection Occasional cases m 
pauents on steroid therapy suggest that this, too, may 
predispose to the infection The incidence of anonymous 
mycobacteria m Florida is similar to that reported for 
Wales by Marks and Trollope,^® who found these 
orgamsms in 2% of new patients yieldmg mycobactena 
on sputum culture, but only 42% of their anonymous 
strains were judged to be pathogemc 
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Our previous suggestion that patients with pseudo¬ 
tuberculosis should not be treated in contact with cases 
of tuberculosis is supported by the observation in 
Florida that 2 such patients acqmred infection with 
drug-resistant tubercle bacilli in hospital In contrast, 
healthy contacts of patients with pseudotuberculosis 
do not seem to be at risk The early diagnosis of myco- 
bactenal pseudotuberculosis is important, for delay 
may jeopardise the success of surgery, which in many 
cases offers the best hope of cure Recognition of the 
disease depends chiefly on bacteriology, and a routine 
method of screemng mycobacteria, such as that recom¬ 
mended by Marks and Trollope, is a necessity in 
diagnostic work The climcian should consider the 
possibility of pseudotuberculosis particularly in men 
over 40 who react poorly to anti-tuberculosis treatment 
and in patients predisposed to the infection by pneumo- 
comosis or debihtating disease 


Annotations 


THE MEDICAL ADVISER 

“Let me introduce you to my medical adviser”, 
people sometimes say, and in his James Mackenzie 
lecture to the College of General Practitioners last Satur¬ 
day Dr Lindsey Batten talked about the doctor’s role 
as adviser to his patients The doctors of Dr Batten’s 
vintage had on the whole a very creditable medical 
education, with an eye to general practice, but, even so, 
he said, they were not taught the art of advismg or urged 
to look forward to it as an important part of practice 

Takmg examples from the various ages of man. Dr 
Batten spoke of questions about heritable disease and 
marriage as illustrating his view that the doctor’s job is 
“to advise, not to give orders or pass judgment” In 
pregnancy “ the personal medical adviser is at least as 
much needed m these days of antenatal climcs and books 
and pamphlets for expectant mothers as he was before 
they existed ”, for somebody must be prepared to hsten 
explain, and advise, even if only for “ the odd person 
who wants to know ” Infant welfare—a provmce hard 

but not impossible for the practitioner to regam_ 

carries the same need for something more than stan¬ 
dardised advice the young mother up agamst infant 
perversities and conflicting counsel can be greatly helped 
by someone with qmte a small fund of apposite knowledee 
who IS not blown about by every wind of doctrine And 
It is the same with toddlers, with their variations on a 
nursery theme 

“ ‘ Not use my pot ‘ not eat my dinner ‘ not go to sleen ’ 
comprise the whole themauc material—it could even b 
shortened to ‘ not’, but so fertile are they in mvenuon ^ 
adept m the devices of augmentauon, inversion, and ornament 
that every mother beheves her particular httle fiend to b^ 
playing a new tune ” 

After touchmg on sexual instruction—^part of wh b 
can very well come from the family medical adviser— 
and the advantage for boys and girls to feel that th 
have an unshockable medical friend. Dr Batten tu 
to invahdism of the form of disability too often 
chrome neurosis Needless “ distrust of a vital o 
can easily be sown and grow, and though its un 
may reqiure a consultant as well as a fatmly doctw 
personal task for which teams and institutions ar<. ’ 

unfitted If a young man thinks his heart is at f , 

«t laiUt, the 
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last kind of specialist he will see is a psychiatristj and 
often only the personal doctor has a chance of giving the 
help needed 

Reasons may be plentiful, but the hard fact remains 
that time and again the patient returns from hospital or 
consulting-room with questions unanswered or unasked 
and dark speeches umlluminated or misapprehended 
Once again there is only one possible source of hght— 
the personal medical adviser Were he to disappear 
“ there would be no public outcry for his re-estabhshmcnt 
and the Ministry would not notice the difference The frag- 
mcntauon of medicine, the adulation of teamwork, the curious 
belief that umformity is somehow identical with justice, the 
unquestionable fact that he is, as they say, * uneconomic ’—all 
these militate against him His chances seem poor and yet if 
he goes the sum of human unhappiness, great enough already, 
will be greater and the satisfacuon of medical practice to the 
pracuuoner will be less ” 

To save him. Dr Batten said, two things are needed 
First we must keep his image bright before the eyes of all 
concerned, and secondly w e must not rest until we secure 
for him the one mdispensable requirement—time 
Time to listen, to thmk, and to talk 


virus no neutrahsing anubodies de\eloped, but in 2 who 
received 2500 T c D anubodies did detclop Some of 
those who received type-7 \urus also show'cd a rise in utrc 
against type-3 vims if they already had some anubodv to 
type 3 

In some who received the attenuated adenovirus mild 
symptoms developed, sev eral of these showed no serological 
evidence of adenovims infecuon, and since the trials 
coincided with an unusually high inadence of mild 
coryza with slight abdominal symptoms e\cn in control 
volunteers, Hitchcock et al were uncertam that the 
symptoms were due to the adenovnms vacane In 6 of the 
8 people with serological evidence of infection with tj-pc-7 
vims, this was isolated either from throat swabs or from 
fmces, but the vims was not present in very large amounts, 
and It could be transmitted only with difficultj' from man 
to man 

This work suggests that attenuated living adcnonnis 
vaccme may be a pracucable, cheap, and easy means of 
conferrmg resistance to adenovims infecuons Larger- 
scale trials in suscepuble child or recriut populations would 
be necessary m order to show that the method prevents 


ADENOVIRUS VACCINATION 


Some adenovnmses (notably types 3, 4, 7, and 14) are 
known to cause serious epidemics of respiratory diseases, 
mainly among rmhtary recmits and children The early 
studies were carried out in America, but adenovimses have 
been shown to be important in this country among 
RAF recriuts and pubhc-school bojs Bell ct al‘ 
found m volunteers that protecuon against the disease was 
conferred by anubody Two groups in America, led by 
Huebner ' and Hilleman,’ who were the two discoverers 
of this group of vimses, have shown that a formalin- 
macuvated vaccine containing cither one type or the three 
most prevalent epidemic types (3, 4, and 7) confers 
protecuon against these infecuons by produang a specific 
anubody response The vacanes were prepared from 
adenovimses grown on cultures of monkey-kidney cells m 
a similar way to that used for poLovaceme manufacture 
The importance of adequately macuvaung the vims was 
indicated by Hilleman et al,® who inoculated volunteers 
with hving vims and produced respiratory' symptoms w’lth 
conjuncuv'ius 

Hitchcock and her colleagues ' have now shown that 
sausfactory anubodj responses can be achiev cd with low 
doses of attenuated adenovimses, probably without 
producing sj'mptoms The> used strains of adenovims 
t> pcs 4 and 7 adapted to grow in pig-kidne> cells The 
tjpe-4 vims had had 11 passages m pig-kidne> cells and 
the u-pe 7 either 7 or 17 passages 13 volunteers were given 
ty'pc-7 vums, and in the 4 without detectable neutrahsing 
anubodies to type 7 these developed as a result of vac- 
cmauon, of these 4, 2 received onlv 150 TCD o mtra- 
nasallv In 3 v oluniccrs vv ho recciv ed250TCD^oof type-4 
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epidenuc adenovims disease If it is cffecuve its use might 
be considered not only in suscepuble school or recruit 
groups but also for infants, in the hope that a sigmficant 
amount of respiratory-V’ims infecuon would be prevented 
Respiratory infections, not all of course due to adeno¬ 
vims, account for nearly 50% of all illnesses in children 
under 5 ** 

HYSTERIA SYMPTOM OR DISEASE? 

Hysteria, that most venerable of psychiatric syndromes, 
seemed, by the classic studies of hypnosis and dissocia¬ 
tion, to be one of the most firmly founded cnuties Low 
concordance of diagnosis between physicians, however, 
and the frequent discovery of other disease undcrlpng the 
dissociated state has weakened the concept, and Dr Elio.. 
Slater, in a Maudsley lecture, delivered in London on 
Nov 18, cast the severest doubt on hystena as a 
“ disease ” 

From the basic hypothesis that monozygouc twins 
offered a controlled study set up by Nature, Dr Slater 
had constmeted a survey of hysteria 12 each of monozj- 
gotic and dizygouc twins with a diagnosis of “ Hjsteria, 
code number 311 ” had been collected from cases seen 
at the Maudsley and Belmont Hospitals Not one single 
twin partner of either group had received a forma! 
diagnosis of hystena—a concordance of 0%, which, even 
includmg a doubtful case, seemed to mlc out a genetic 
backgroimd Widening the comparison to other neurojcs 
and to cases treated by the general pracuuoner brought 
in sev eral twnn-pairs but did not lend support to a genetic 
hvpothcsis Study of the family history brought to light 
no single secondary case of hy stern among parents and 
sibhngs, and no excess of psychntnc disorder of any 
land except mamc-depressive illness 

As to the effects of environment, affeaed dizvgouc 
twms were fovmd to be at birth significantlv lighter, and 
in youth poorer in health, thm their partners A pre¬ 
ponderance of left-handedness and imbidexteroume's 
in affected twins also suggested n physical basis in 50 *nr 
cases Manv odicr early fiaors—parental attitude, birth 
order, feeding difficulties, &c—were not sicmfiKn'' 
different betw cen the tw in partners Adult b odily h emm 
n "I'lc- F W J Cc." S D M Wi' cm W S , la—i E G G 't 
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however, was considerablr poorer in affected twins and 
might provnde a backgroxmd for hypochrondnacal 
preoccupations 

Turning to the mcldence of other disorders m this 
group of twins. Dr Slater noted an excess of epilepsj, 
schizophrenia, endogenous depression, and espeaally 
personahtv disorder charactensed bv abnormal tension 
and anxietv, or nmi din and shyness The sexual histones 
of most cases were full of problems and mantal maladjust¬ 
ment Histoncal search for psvchogenesis was unreward- 
mg m half, and the stresses preapitatmg the hvstencal 
episodes m most others were often tnvnal Prognosis, 
over some fiv e to sev en y ears, was surpnsmglv vaned, and 
poorer than was often thought, more than half still had 
symptoms It seemed that disappearance from psv chiatnc 
dimes of the young hvstenc was due more to disappomt- 
ment than to remission Cossetmg bv the mantal parmer 
was assoaated with a lengthv illness 
Dr Slater remarked that the feature emergmg most 
strongly firom his study was heterogeneity Heredity, 
history, diagnosis, personahtv', response to treatment, and 
outcome vaned so greatlv among hystencs that he 
doubted the existence of the condition as an enntv Just 
as Ganser states and anorexia nervosa were thought to 
occur m different conditions, so, he suggested, hvstencal 
phenomena of a more general kmd were to be regarded 
as symptoms that rmght have ansen from a vanetv of 
causes Hystena was often diagnosed where the case 
was obscure or treatment failed histnomc elements, lack 
of genumeness, or demand for (rather than acceptance of) 
treatment all led to this diagnosis—one which was often 
made m no state of emotional detachment, and one which 
probably mdicated that the phvsiaan had not looked 
deeply enough 

THE CASE AGAINST TRENDELENBURG'S POSITION 

The “ head-low ” position described by Trendelenburg 
seventy years ago ^ is stfll widely used as an aid to pelvic 
surgery, but the circumstances which led to its mtroduc- 
non have changed, and whether there is anv need for this 
position m modem surgical practice is debatable Ab¬ 
dominal relaxation was difficult to achieve m Trendelen¬ 
burg’s day, and only by lowermg the patient’s head and 
applying several abdonunal packs could the surgeon keep 
the intestmes out of the pelvic operatmg field With 
modem anssthesia, mcludmg relaxants, the same opera¬ 
tive exposure can be achieved with the patient m the 
horizontal position 

Swam * beheves that the Trendelenburg position 
accounts for many cases of postoperative shoch, lobar 
collapse, pneumoma, and venous thrombosis Impressed 
by the senousness of these comphcanoiis he has stopped 
usmg the position m his theatre In 100 consecnime 
pelvic operations with the patients lying flat he has 
achieved excellent accessibihty and visibihty of the pelvic 
organs, and postoperativ e cmmphcations hav e ceased to be 
a problem on his umt Most anssthetists will applaud 
Swam’s minanve, for thev hav e long been exmeemed over 
file related embarrassment to cardiovascular and respira¬ 
tory systems, pamcmlarlv m obese and hvpertensive 
patients It remams to be seen whether Swain’s suggestion 
finds favour with gymscxilogists, most of whom hav e been 
teamed to operate with the patient m the Trendelenburg 
posmon 

^ F Sammlung khn.scher Vertr^se p 3373 Lc«pzir 


FOOT-AND-MOUTH DISEASE 

Foot-and-mouth disease, which affects pigs, sheep, 
and goats as well as cattle, has an mcubation period of 3-5 
dav s and is spread bv droplet infection, by direct contact, 
or bv contammated objects Almost anvthmg which moves 
or can be mov ed ft’om one farm to another may spread this 
highlv commumcable virus, which mulaphes very rapidly 
m the tongue epithehum, m bhsters round the mouth, or 
m bulbs of infected animals’ heels Outbreaks m this 
country' arise from virus imported either from nearby 
endermc areas m the Low Countnes or France, or by con¬ 
taminated meat from South America The present out¬ 
break began at a time when huge flocks of starhngs and 
other migratory birds moss the North Sea to wmter here, 
but there is no evidence that they started the trouble 
Workers at the Foot and Mouth Research Institute at 
Pirbnght are convinced that the virus remams infective 
on the feet, feathers, and droppmgs of starhngs for many 
hours, but it is, of course, virtually impossible to menmm- 
ate birds m a particular outbreak Previous epidemics 
here have often followed explosive outbreaks on the 
Contment, but this y ear there has been no toppmg-up m 
the neighbourmg reservoirs and m anv case there seems to 
hav e been only one primary focus m this country Evi¬ 
dence from this focus was verv scanty, but it is widely 
behev ed that infeaed meat from South America fotmd its 
way unboiled mto pig swill, and from pigs other stock w ere 
infected This is the other mam route of spread, and 
farmers, possibly with other consiaeracions also m irund, 
naturally emphasise these controllable sources of infection 
Last week the Government met some of their requests, and 
fi’om Feb 1 next year imports of pork and pig ofial, w'hich 
are said to be inadequately mspected at the South Ameri¬ 
can ports, will be prohibited 
Vetermary mvesnganon officers of the Mmistry of 
Agnculnire hav e aheadv untangled much of the reveahng 
story of the present outbreak Infected cattle from the 
north of England were sent to be sold at Stowmarket and 
later amv ed m Diss and then at Norwich market, which 
soon became the mam centre of spread m England Scot¬ 
land IS often spared these outbreaks, but cattle fi-om New¬ 
castle, sent m error to Norwich before reachmg their true 
desDnanon m Aberdeen, contammated the market pens 
and spread the disease widelv through the North-east and 
as far as Glasgow and the Orknev Islands Although 
nothmg of the sort has vet happened, conceivablv the 
greatly mcreased herds of wild deer m Scotland mav one 
dav acquire the infection and become a more senous and 
more persistent menace than hedgehogs, the onlv other 
wild animal suscepnble to the virus Bv the end of last 
week there had been outbreaks m nearly 150 farms and 
markets, and aheady this will cost £500,000 m compensa¬ 
tion In the last major epidemic m 1951-52 there were 
about 600 outbreaks requmng the slaughter of 85,000 
animals, and it is mterestmg to recall that subsequent 
mv estiganons showed that half the outbreaks could be 
traced to a smgle mcident near Crewe 

So far this vear there has been httle open ennasm of the 
pohev of slaughtermg aU mfected animals and then con¬ 
tacts, and farmers are to be congratulated on then attitude 
to this harsh but essential measure Present-dav vacemes 
are not a reasonable alternative an effective vaceme must 
cope with the manv anngemc tvpes of virus—the older 
types O, A, and C, plus 3 South Afhcan and 1 Asian stram 
—and provides an immumtv after v acemanon which is both 
tvpe-specific and comparanv elv shorthv ed Though newer 
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vacanes are being tried in South Africa, it is from the 
mvestigations at Pirbright and elsewhere that progress is 
most likely to come Smce Brooksby’s review ' of recent 
knowledge of the virus, much fundamental information 
has come to light, and recently Bradish et al - studied the 
antigens concerned in complement-fixauon tests, which 
are of great importance smce they provide the only qualita¬ 
tive procedure suffiaently sensitive for the invesngation 
of field and experimental samples Two mam com¬ 
ponents are concerned one is mfectious, type-specific, and 
about 25 mp wide, the other, 7-11 mp, is non-mfectious, 
and has only disease-group specificity Bachrach,® com- 
parmg complete virus with the infectious nucleic acid, has 
shown by the tissue-culture plaque techmque that single 
nbo-nucleic-acid molecules rather than clumps seem to 
be the mfectious units when tested on cultures of calf- 
kidney But these important investigations are cold com¬ 
fort for the fanner, who is concerned with an effective 
vaccine or other means of dealmg with the endemic pools 
of mfection which constantly threaten to spill o\ er into the 
few fortunate areas of the world where virus-free stock can 
be raised Meanwhile, slaughter remains the only prac¬ 
tical pohcy, and the apprehensive farmer behind his 
antiseptic moat is as effectively isolated as the Weston 
neighbours of Parson Woodforde when smallpox made 
visitation on his parish nearly two hundred years ago 


VIRAL DISEASE OF THE CENTRAL NERVOUS 
SYSTEM 


Aseptic menmgitis, which would formerly have been 
diagnosed usually as non-paralytic pohomyehtis, is now 
known to be often due to orgamsms other than polio¬ 
viruses In the first trial of killed pohovacane * the 
vaccine proved relatively ineffective agamst “ non- 
paralytic pohomyehtis ” This, as Lennette et al * have 
clearly shown, was not because vaccine is ineffective 
agamst non-paralytic pohomyehtis, but because most 
cases of asepac memngms with this chnical diagnosis 
are not due to pohovirus Subsequent extensive studies 
of three viral diseases of the central nervous system— 
paralytic pohomyehtis, encephahtis, and aseptic menm- 
gius—have shown that some cases of all three syndromes 
are not due to pohovirus Although pohovirus is a well- 
rccognised cause of encephahus ’ it has long been known 
that other viruses are more usual causes In Lennettc’s * 


mvestigauon, for example, although a viral diagnosis was 
made in only just over 20% of The cases, of those diagnosed 
15% were due to Coxsackie viruses, 12% to mumps, 7% 
to herpes simplex, and 5% to pohovirus In a larger 
stud} Mejer et al * made a spcafic diagnosis in 72% of 
cases with a diagnosis of encephahtis 22% were due to 
mumps virus, 20°o to Ijmphocjtic chonomemngitis, 
20®o to arthropod-borne viruses, 13°o to herpes simplex, 
S^o to pohovirus, and 5°o to other enteroviruses In this 
studv an Ttiologicil diagnosis was made in 81 °o of the 
cases of pariljtic pohomvchtis 113 cases were due to 
Dohovirus ind 1 each to mumps, a Coxsackie B, and in 
Echo virus In Lennette’s * stud> 24°o of the vicanaicd 
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paralytic cases m which the aitiologj' was determined 
were due to pohovirus (the figure was 70% for the non- 
vacemated), 17% were due to Coxsackie or Echo viruses, 
5% to mumps virus, and 3% to herpes simplex Lennette 
et al * describe m detail 11 cases of mild paraljTic “ polio- 
myehtis ” due to mumps virus All these pauents 
recovered well, although 2 had mild residual weakness 
when exammed two to five months after onset It is 
tlius clear that mumps virus can cause encephahus, 
lovver-motor-neurone paralysis, and asepue meningitis 
In Meyer et al’s ' study of the 71% of cases of asepoc 
menmgitis in vvhich an aitiological diagnosis was achieved 
about 23% were due to mumps virus and 13% to poho¬ 
virus McLean et al ” in 1959-60 isolated mumps virus 
from the cerebrospmal fluid of 17 out of 42 patients with 
aseptic memngius thought hkely to be due to mumps 
In all, 56 cases were studied, and by virus isolauon or 
serology 38 were shown to be due to mumps 

It IS now clear that several members of the enterovirus 
family besides pohovirus can occasionally cause mild 
paralytic pohomyehtis Grist has shown that m the 
Glasgow area in the summer of 1959 Coxsackie A7 
caused a significant number of cases of paralyuc poho¬ 
myehtis, includmg 1 death It seems certain that the 
relative frequency of these cases not due to pohovirus 
will mcrease in the next few years as the vaccinauon 
programme makes its impact felt In Northern Ireland 
Likar and Dane have found that some cases suspected of 
being paralytic pohomyehtis are due to Russian spring- 
summer encephahus or louping-ill virus 
The aetiology of asepue memngius is varied and alters 
from year to year ’’ Meyer et al' succeeded m making an 
acuological diagnosis in 71% of cases, but the 45% of 
Lennette’s® invesugauon is perhaps more representauve 
of usual experience One reason for the relauvcly low 
recovery-rate of viruses in these cases may be that the 
methods of viral isolauon are sull inadequate despite 
all the recent improvements This is suggested b> a 
study by Duncan “ in which a new Echo virus (Prater), 
responsible for many cases of asepue menmgitis, was 
isolated much more frequendy m human thyroid cells 
than m the more commonly used monkey-kidncj or 
human amnion cells Grist " shovved the importance of 
supplcmcnung ussue-culture methods by the inoculauon 
of suckling mice, since the Coxsackie A7 strains he studied 
did not grow in the commonly used ussue-culture cells 
Similarly, the high rate of leuological diagnosis achieved 
by Meyer et al involved not only isolation of viruses but 
also a battery of serological tests on acute and convalescent 
sera to cover a wider range of possible aiuological agents 
Similarly, as McLean et al ° showed, it is imponant to 
examine not only fxces but also cerebrospinal fluid if 
non-enteroviral viruses causing encephahus, piralyuc 
disease, or asepue menmgitis arc to be recovered 


Dr G F Abercbomdie has been rc-elcacd president of the 

lollege of General Pracutioners 

Dr N M Goodman, a principal medical oTlccr °f 
Iinistry of Health, has been appointed a deputy chi'-f medica 
fTiccr of the Mmistrv in succession to Dr G E Godb'rwno, 
s already announced, becomes chief medical . 
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EYE SIGNS IN GRAVES’ DISEASE 

The eye signs which accompany Graves’ disease are so 
characteristic of the condition that it would be a great 
convemence if there was some form of standardised 
nomenclature with which to describe them Eponyms like 
Stellwag, von Graefe, and a host of others only add 
confusion and are often used to describe signs which their 
originators never intended The occasion of the Fourth 
Internauonal Goitre Conference, held m London m July, 
provided a umque opportumty for a group of people 
interested in eye signs to sit round a table and try to reach 
some agreement on classification 
Sir Russell Bram took the chair, and the foUowmg were 
present 

Dr Brown M Dobyns (Cleveland, Ohio), Prof Russell 
Fraser (London), Mr Keith Lyle (London), Prof James 
Howard Means (Boston), Dr Rulon W Rawson (New York), 
Mr Selwyn Taylor (London), and Dr Sidney C Werner 
(New York) Dr Nigel Oakley (London) acted as recorder 

EXOPHTHALMOS, PROPTOSIS, OR EYE SIGNS 

The word exophthalmos stems from the Greek and 
unphes that the eye is out Proptosis is also Greek m 
ongm and means that the eye is pulled forwards 
Ophthalmic surgeons have m the past used the word 
exophthalmos to imply an active protrusion and proptosis 
a passive one, the latter bemg due to an mcrease m the 
retrobulbar mass This is not a sausfactory distinction, 
nor IS there a scientific basis for it 
Exophthalmos (measured m milhmetres of protrusion) 
appears to be the most satisfactory term which can be used 
to describe the disorder of the orbital contents in Graves’ 
disease, but other changes, such as hd retracnon, are not 
necessarily imphed by it Exophthalmos is not, therefore, 
considered a completely satisfactory descripuve term It 
was agreed that the term “ protrusio bulbs ” was super¬ 
fluous 

The possible alternative to usmg the above terms would 
be to refer to this phenomenon as “ eye signs of Graves’ 
disease ” It must, however, be recogmsed that eye signs 
similar to those seen m Graves’ disease may be seen m 
patients with Cushmg’s syndrome or even m patients with 
kidney disease, and one member made a strong plea for 
the term “ endocrme ophthalmopathy ” However, smce 
the whole clmical picture may not be a smgle physiological 
entity, it seems best to adopt a purely descriptive nomen¬ 
clature 

PROGRESSTVE CHANGES 

On turmng to the natural history of exophthalmos it 
was considered that one of the important reasons for 
trymg to document eye signs accurately was to predict 
future changes, even though this might be very difficult 
There was fairly general agreement on a number of 
specific pomts, among which were the followmg 

Loss of Visual acuity m Graves’ disease rarely occurs wthout 
some degree of exophthalmos and never -without increased 
retrobulbar pressure This loss falls mto two separate cate¬ 
gories (a) due to corneal ulceration and resulting comeal 
opacity, and (6) due to defects m the visual fields mcluding 
paracentral or central scotomata, and these are due to pressure 
on the opnc nen e or, possibly, circulatorv disturbances 

True lid-lag is -virtuallj specific to hyperthyroidism and 
usuallv disappears on return to a euthvroid condiuon It 
mav be due to mcreased tension m the levator palpebrs 
superions 


Even the most severe orbital lesions may show complete 
regression 

Permanent impairment of function m the orbital contents 
IS usually related to the duration and seventy of the changes 
CLASSIFICATION 

When It comes to the classification of eye signs there 
were almost as many different classifications as there tvere 
people present However, there was general agreement 
that “ mahgnant exophthalmos ” (though a misleadmg 
term) referred to those cases in which protrusion continued 
to progress so that vasual acuity was impaired and corneal 
ulceration or even loss of the eye appeared hkely It was 
pomted out that hd retracnon may, in some instances, be 
due to mcreased tension in the levator palpebra superioris 
rather than to conttaction of the unstnped muscle in the 
upper eyehd Such a mechamsm should be carefuUy 
distmguished from the mechamcal effect of mere pro¬ 
trusion of the eyeball on the upper hd 

RECORDING OF EYE SIGNS 

There was general agreement that eye signs should be 
carefully recorded and measured as far as possible, and 
one hst, which most members took least objection to, had 
eight Items as follows 

1 Eyeball protrusion—measured from the lateral rim of the 
bony orbit 

2 Lid retracnon—measured at rest from the upper ins 
margm with the eyes looking horizontally forward 

3 Lid-lag 

4 Bulge of upper hd 

5 Bulge of lower hd 

6 Chemosis and penpheral conjuncuval congestion— 
grades 1-4 

7 Decreased resiliency of the eyeball estimated by pressure 
upon the closed eyehds 

8 Impairment of ocular movements 

When the abnormahty cannot be directly measured it 
IS useful to define different grades of seventy, and a 
simple way of so domg is to give a number of plus signs, 
from -f to -f It is then desirable that the same 

doctor always makes the assessment Better than this is 
to measure, where possible, as m 1 and 8 

For eyeball protrusion different workers attach impor¬ 
tance to a variety of methods The Hertel exophthahno- 
meter was considered by most to be a valuable aid m 
measurmg the degree of protrusion, but again it was 
stressed that the same observer must use the identical 
mstrument when measurmg progress m any one patient 
Accurate lateral photographs were also considered of value 
m assessmg progress, and reference was made to an 
apparatus which fitted over the head and carried a mirror 
at the angle of the orbit together with a milhmetre scale 
so that the eyes could be photographed showmg the degree 
of protrusion and thus provide a permanent record The 
Copper orbitonometer was generally regarded as a most 
useful research tool, but is not smtable for general chmeal 
application It does not appear to have yielded important 
information 

CONCLUSION 

Smce we remam ignorant of the tenology of Graves’ 
disease it is not surprismg that general agreement on 
nomenclature was not reached Some preferred the “ eye 
signs of Graves’ disease ”, others were unwilling to drop 
“ exophthalmos ” while appreaaung its hmitations, one 
member preferred “ endocrme ophthalmopathy ” How¬ 
ever, all agreed that the careful recording and grading of 
the eje changes, as described above, was of real value 

Selwyn Ta-ylor 
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LXVn—ON BEING AN OMP 

Dear Gurney, 

I didn’t get a chance to make my pomt properly the 
other night But, as you seemed openmmded about Omps, 
I’m wriung it down If it’s true, as you said, that there’s a 
shortage of ophthalmic consultants in the N H S, it 
could be important 

Quite a lot of people, adequately quahfied m ophthalmic 
medicine and surgery, earn the greater part of their hvmg 
by carrying out refractions through the Supplementary 
Ophthalmic Services, and many of these Ophthalmic 
Medical Practiuoners (omps) are also attached in some 
capacity to a hospital where they can do chmcal work and 
surgery But some have no such hospital connection, and 
spend all their working days on the refraction of the eye— 
which (if they work hard enough) can in fact bring in 
qmte a considerable mcome 

Such a person to my way of thinking is properly 
designated an Omp Not for him the glamour of the 
keratoplasty, the doubts and sorrows of toihng, year in and 
year out, with a chronic uveitis, the rewarding glow attend¬ 
ing the restoration of sight to someone in danger of losing 
It His placid life is ruffled by a mimmum of responsibibty, 
his success dependent upon an abihty to carry out accu¬ 
rately the same procedures over and over again It is 
rather as though a lawyer, meticulously and completely 
quahfied, elects or is condemned to spend his entire 
existence in the occupation of drawing up wills 

But the Omp may have drifted into his vegetative 
existence faute-de-mieux rather than by design, and not 
so very long ago the Ophthalmic Group Committee 
said that all Omps should be encouraged to undertake 
some kind of work in the Hospital Eye Service The 
question is whether such work is available 

To quahfy for his “ title ”, an Omp needs to undergo a 
considerable traimng, and has to have both academic and 
practical expcnencc m ophthalmologj' Indeed the 
qualifications of some Omps are at least equal to those of 
some of their more fortunate brothers who are classified as 
“ consultants ” It seems a pity therefore that their 
activities should be so severely arcumscnbed and 
restricted For they are perrmtted by law to carry out no 
form of treatment 

Herein hes, to my way of thinking, a senous imper¬ 
fection in the present scheme of thmgs A patient attends 
a Medical E>c Centre, where an Omp does his work for 
the most part, because there he may be examined by a 
Medical Eje Spcaahst He often has, m addiuon to a 
possible refractive error, some comparauvelj triflmg 
ophtlialmic complamt, such as blcphanas, for which he 
wants advice He is, to sa> the least, puzzled when the 
spcaahst saj-s in effect “ >ou have a minor affection of 
vour eves which is easilv amenable to treatment, but I am 
not permitted bj law to advasc >ou what to do about 
ir—vou must sec jour general practitioner about this, 
and he’ll refer vou to the hospital if he thinks it is 
ncccssarv ” 

The patient’s reaction to this maj well be “What’s 
the use of m attending a Medical Eje Centre at some 
distance from mj home to sec a Medical Eje Spcaahst 
if he can do no more than refer me to mj G p to whom I 
could hav e gone in the first place ^ I could just as well have 


gone to the sight-tcsnng optiaan whose shop is just 
around the corner ” And so the whole concept of the 
Medical Eye Centre, whicli is to encourage the pubhc to 
have their eyes examined by an ophthalmic surgeon, 
falls flat on its face Of course I know the considentions 
which he behind tlic strict limitation of the activaties of 
the Omp, but the patient doesn’t know about them, and 
his irritation at not getung the help he expects from the 
Medical Eye Spcaahst doesn’t encourage him in future 
to have his eyes examined by such a person Which is 
a pity 

On the other hand one reads and hears a good deal about 
overworked hospital outpatient departments, and in some 
cases delay in making appointments Here surclj is a 
siding mto which some of the routine and time-consuming 
work of the ophthalmic outpatients could reasonably be 
shunted > 


Take the case of the patient requiring periodic penmetrj 
Such a case, diagnosed and properly referred by the Omp to the 
Hospital Eye Service, is not seen again by him certainlj until 
a further refraction is indicated, and, if the refraction is liter 
done at the hospital, perhaps never again This deprives the 
Omp of any further mtcrest in the case But, the patient having 
been referred in the first place and the diagnosis confirmed, it 
would surely not be very difficult for him to be referred back to 
the Omp for rouune perimetry and further observation ? He 
can always be sent back to the hospital when the signs mdicate 
this Yes, one knows that at present an Omp miy not normally 
re-examine a case in less than i year, and one can hear the 
horrid word “ abuse ” rumbling off-stage, but if a consultant, 
in referring a case back to in Omp for perimetry, spcaficallj 
states “ this case requires cximination every three months", 
is this not a fair safeguard ? And it should not be impossible for 
ingenuity to cover other mstanccs The additional cost inv olv ed, 
set against the Ben Nevis of Supplementary Ophthalmic 
Services expenses or the Everest of the N H S budget, would 
perhaps take on the dimensions of a sizable molehill- 
remembering that new glasses would not normally matcnalise 
from such “ repeat visits ’’ 


As things arc, I gather there’s some doubt whether 
an Omp, seeing a patient suffering from, say, blephaniis, 
IS entitled to give him a prescription for an appropriate 
remedy to be dispensed at lus own expense, oreven whether, 
strictly speaking, he is entitled to suggest to a general 
practitioner a course of action which would be Ill cly to 
benefit a panent suffering from a complaint whicli coujd 
reasonably be treated by him Now that I am Omp 72 
(retd ) I hope I shan’t get into a great deal of trouble if I 
confess to having transgressed m both respects with some 
frequency I feel that some patients were not ungrateful, 
and I can’t believe much harm was done Whether the 
GPS concerned approved is not for me to siy At least I 
had no complaints 

In my opinion, therefore, the ability and potcnual of 
the Omp IS not at present being utilised to the full, and 
the pressure on hospital outpatients could well be reduced 
by a redistribution of certain kinds of routine work 
Tlicrc seems to be a sad tendency these days for pcop c 
to say in shocked voice “ Oh, but you can’t do that, it 
isn’t provided for m the Act ” This has always made me 

feel that ifthcAa IS demonstrablv susceptible of impro e- 
ment, then it is high time someone amended it 11-no ' o 
no other branch of Medicine in which a praaitioner is 
for all pracucal purposes debarred from clinical worl, ana 
though the fruit at the top of the ophthalmological tree 
may sull be as sweet as in former vears, fc ver students o 
moderate ability arc hi cly to loof for a place on t e 
branches nearer the ground And to tiiose who see in t is 
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an automaoc seleca\e mechanisnij I would say that 
ophthalmology cannot thnve on selected matenal only 
for one thin g there will not be enough of it, and for another 
in all branches of medicme useful work, and this 
includes chmcal work, is done by the humbler members 
Such as 

Yours smcerely, 

O D Lea 


Parliament 


Penology m the Affluent Society 
Introducing the Criminal Jusnce Bill ^ m the House of 
Commons on Nov IT, Mr R A. ButleRj the Home Secretary, 
admitted that he did so agamst a rather sombre backgroimd 
Last year, roughly a thir d of those convicted for mdictable 
offences tsere benvecn the ages of 14 and 21 and the total 
number of such offences known to the pohce was more than 
double that of 1958 No one method or one type of pumsh- 
ment would suffice to solve the problem of crime, but m his 
view some essentials must be tackled at once We must ensure 
that the pohce were brought up to strength and that their 
relanons with the pubhc were good We must expand the 
probation service to meet the mcreasmg demands imposed by 
the high level of crime and the mcreasmg responsibihnes to be 
imposed by this new Bill We must remember the needs of the 
pn'on service He had appomted two bodies to examme the 
law The Cmnmal Law Revision Committee had already 
subrmtted a report on the law relatmg to smade and attempted 
smcide, and were now considermg larceny The Streatfeild 
Committee were considermg the machmery of the supenor 
courts Lord Ingleby’s Comrmttee had surveyed our system of 
juvenile courts and some of their recommendanons had been 
fitted mto the present BilL Others, notably the proposal to 
raise the age of c riminal responsibflity, needed further 
consideration 

A method of punishment which we have discarded is 
corporal punishment, and Mr Butler said that the Advisory 
Council on the Treatment of Offenders’ report - confirmed the 
Government’s judgment that it should not be remtroduced. 
He accepted the Council’s view that the present powers of the 
courts for serious offences was adequate What was not 
adequate was the power to fine for less grave offences, and 
some proposals to this end, m respect of juveniles and their 
parents, w ere mcluded m tius Bill He added that he hoped 
soon to receive the report of the workmg party which was 
conndermg a scheme for compensatmg victims of crimes of 
violence 

He recognised that the Bill would depend on the right 
buildmgs bemg available and the Prison Comimssion was 
dnvmg ahead with the largest programme of buildmg and 
refurbishmg prisons that we have known for many genera¬ 
tions 3 new open prisons had already been completed, 3 
detention centres would be open m the next three months 
By the latter part of the year he hoped to have 10 detennon 
centres m bemg, givmg a total of 12 They were also plannmg 
to spend m the next few years about £5 milhon m the modermsa- 
tion of the premises of approved schools It was mtended to 
set up a small number of dosed umts, attached to existmg 
schools, to provide for observation and treatment as well as 
secure custody Improved premises would be of limited value 
tmless enough staff of the right calibre were attracted to the 
service and he had been struck bv the difficulties ansmg from 
the general shortage of qualified social workers With the help 
the Central T rainin g Council m Child Care they were 
^endmg the tr ainin g fadhnes for the staff of approi ed schools 
Improved salary scales had lately been agreed and they were 
scekmg to improve the hvmg conditions of residential staff 
Reviewmg the clauses of the Bill, Mr Butler described the 
provision for aftercare a s one of its “ most important and 

1 Set Lcrct! Not 12 1960 p 10S2 

2 Sttihd Not 19 1960 p 1149 


potentially beneficial proposals ” Nothing we could do for a 
young man while he was m prison was of any value unless we 
could negotiate the readjustment to freedom successfully 
Extension of compulsory aftercare would create new problems 
of organisation and he was gomg to ask the Advisory Council 
to review existmg practice The proposal m the Bill to 
amalgamate the Pnson Commission and the Home Office was 
made because the ongmal division of responsibihty betw een the 
Co mmi ssion as an executiie authontv and the Home Office 
as the pohcj-makmg bodv had disappeared It did not fore¬ 
shadow any drastic change and it would not mean the dissolu¬ 
tion of the Prison Board as a team of admimstrative and 
professional officials By this mtegration it rmght be possible 
to draw closer the pnson and probation services and the 
approved school and borstal semces Eventually he would 
like to see what was now the Pnson Commission becommg 
part of a wider orgamsanon covenng all Home Office responsi- 
bihties for c rimin al jusnce and the treatment of offenders 
Mr Gordon Walker thought that the Bill made a httle 
progress m the nght direcnon but was madequate to the tasks 
and crises facmg the country Our research was stdl lamentably 
madequate and our cr imin al stansnes wholly misleadmg m 
many respects Sir Kenneth Pickthorn did not accept the 
assumpnon that trymg to reform was supenor to trymg to 
deter It was no good the Home Office gettmg more and more 
progressive if the result was an mcrease m enme The moral 
improvement of the cr imin al should be an mdirect object 
The object of impnsonment should be the prevennon of crime 
Sir Thomas Moore found the Bill admirable, but suggested 
that It had a strange kmship with the 1948 Act with its 
insistence on more detennon centres, more remand homes, and 
more and bener prisons These, however, had not matenalised, 
often with tragic results He Imew of a boy of 16'/, sent for 
two months to a pnson for hardened criminals because there 
was no room m a borstal He was tempted to say that a good 
whippmg would have done the bou less harm He was dis- 
appomted m the Advisory Council’s report on corporal pumsh- 
ment He thought that the Council had rehed too greatly on 
the Cadogan report of 1938 Smee then the social and economic 
condinons of the country had improved Yet we had a gross 
and dramanc mcrease m dehquency and crimes of violence 
He asked the Home Secretary to consider givmg the courts, 
for a tnal penod of five to ten years, the nght to use the cane 
for criminals up to 17 years of age, and the birch for c riminals 
of more than 17 The cat, with its imphcanon of sadism, should 
be dropped, and he r emin ded the House that only the Home 
Office retamed this form of pumshment m its own pnsons 
Mr Clement Davies pomted out that the Ingleby Com- 
imttee had considered the problem m the early stages, not after 
the crime was committed, but when the child’s mind rmght 
have been influenced In our primary schools he would like to 
see more attention paid by doctors to the min d rather than to 
body health If we gave more care to problem children m 
schools, he was sure there would be less dehnquency 

Mr Christopher TvIayhew was one of the manj speakers, 
who, unlik e Sir Thomas Moore, accepted the Advisory Council 
conclusions Their report m Mr Mayhew’s view had con¬ 
clusively shown that corporal punishment made no difference 
one way or the other to the future career of a person who was 
pumshed. This linked with the important pomt raised earher 
m the debate by Sir George Benson, that whether an offender 
went to a borstal, prison, or a detention centre the endence 
suggested that it had no effect on his career Whether an 
offender would go straight or not could be predicted with great 
accuracy from his familj background, character, and prevnous 
career before he was sentenced If we accepted this dis- 
heartemng conclusion, Mr JvIayhew suggested that the best 
penal svstem would be one which filtered out from the rest 
those who would go straight anvway They should be released 
as quickly as possible, and the others shut up, humanelv and 
producnvelv, for a long time Tummg to the offender’s soaal 
background, he said that our affluent society rmght hav e been 
designed to aggravate and exploit any weakness of personahty 
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LXVn —ON BEING AN OMP 

Dear Gurvey, 

I didn’t get a chance to make my point properly the 
other night But, as you seemed openminded about Omps, 
I’m writing it down If it’s true, as you said, that there’s a 
shortage of ophthalimc consultants in the N H S, it 
could be important 

Qmte a lot of people, adequately quahfied m ophthalmic 
medicine and surgery, earn the greater part of their living 
by carrymg out refracuons through the Supplementary 
Ophthalmic Services, and many of these Ophthalmic 
Medical Practiuoners (o M p s) are also attached in some 
capacity to a hospital where they can do chmcal work and 
surgery But some have no such hospital connection, and 
spend all their workmg days on the refraction of the eye— 
which (if they work hard enough) can in fact brmg in 
quite a considerable mcome 

Such a person to my way of thinkmg is properly 
designated an Omp Not for him the glamour of the 
keratoplasty, the doubts and sorrows of toihng, year in and 
year out, with a chrome uveitis, the rewarding glow attend¬ 
ing the restoration of sight to someone m danger of losmg 
It His plaad hfe is ruffled by a mimmum of rcsponsibihty, 
his success dependent upon an abihty to carry out accu¬ 
rately the same procedures over and over again It is 
rather as though a lawyer, meuculously and completely 
quahfied, elects or is condemned to spend his entire 
existence in the occupanon of drawmg up wills 

But the Omp may have drifted mto his vegetaove 
existence faute-de-mieux rather than by design, and not 
so very long ago the Ophthalmic Group Committee 
said that all Omps should be encouraged to undertake 
some kind of work m the Hospital Eye Service The 
quesHon is whether such work is available 

To qualify for his “ title ”, an Omp needs to undergo a 
considerable traimng, and has to have both academic and 
practical expcnence m ophthalmology Indeed the 
quahfications of some Omps are at least equal to those of 
some of their more fortunate brothers who arc classified as 
“ consultants ” It seems a pity therefore that their 
activities should be so severely arcumsenbed and 
restriaed For thej are permitted by law to carry out no 
form of treatment 

Herein hes, to my way of thmkmg, a senous imper- 
fccuon m the present scheme of things A patient attends 
a Medical E>c Centre, where an Omp docs his work for 
the most part, because there he may be examined by a 
Medical Eje Speaahst He often has, in addiuon to a 
possible refractive error, some comparauvclj tnfimg 
ophtlialmic complaint, such as blepharitis, for which he 
wants advice He is, to say the least, puzzled when the 
speaahst sa>s m effect ” iou have a minor affecuon of 
vour e>cs which is casih amenable to treatment, but I am 
not permitted b\ law to advise >ou what to do about 
It—vou must see >our general practiuoner about this, 
and he’ll refer jou to the hospital if he thinks it is 
necessary ” 

The pinent’s reaction to this maj well be “What’s 
the use of mj attending a Alcdical Eje Centre at some 
disnnce from mj home to sec a Afcdical E>e Speaahst 
if he can do no more than refer me to mj c P to whom I 
could hav c gone m the first place ? I could just '’s well have 


gone to the sight-testmg opnaan whose shop is just 
around the comer ” And so the whole concept of the 
Medical Eye Centre, which is to encourage the pubhc to 
have their eyes exanuned by an ophthalmic surgeon, 
falls flat on its face Of course I know the considerations 
which he behmd the strict hmitauon of the acfivitics of 
tlie Omp, but the patient doesn’t know about them, and 
his irritauon at not gettmg tlie help he expects from the 
Medical Eye Specialist doesn’t encourage him in future 
to have his eyes examined by such a person Which is 
a pity 

On the other hand one reads and hears a good deal about 
overworked hospital outpatient departments, and in some 
cases delay in making appointments Here surely is a 
siding into which some of the routine and nme-consuming 
work of the ophthalmic outpaaents could reasonably be 
shunted ? 

Take the case of the patient requiring periodic pcrimctrj 
Such a case, diagnosed and properly referred by the Omp to the 
Hospital Eye Service, is not seen agam by him ccminly until 
a further refraction is indicated, and, if the refracuon is later 
done at the hospital, perhaps never again Tlus deprives the 
Omp of any further mterest in the case But, the patient liavmg 
been referred in the first place and the diagnosis confirmed, it 
would surely not be very difficult for lum to be referred back to 
the Omp for routine perimetry and further observation ? He 
can always be sent back to the hospital when the signs mdicatc 
this Yes, one knows that at present an Omp may not normally 
rc-cxairune a case in less than a year, and one can hear the 
horrid word “ abuse ” rumbling off-stage, but if a consultant, 
in referrmg a case back to an Omp for perimetry, specifically 
states “ this case requires exanunation every three months ", 
IS this not a fair safeguard ? And it should not be impossible for 
ingenuity to cover other instances Tlic addiuonal cost im olv cd, 
set agamst the Ben Nevis of Supplementary Ophthalmic 
Services expenses or the Everest of die N H S budget, would 
perhaps take on the dimensions of a siablc molehill— 
remembermg that new glasses would not normally matcnalise 
from such “ repeat visits ” 

As thmgs arc, I gather there’s some doubt whether 
an Omp, seeing a pauent suffering from, say, blephanus, 
IS entitled to give him a prescription for an appropriate 
remedy to be dispensed at his own expense, oreven whether, 
strictly speaking, he is entitled to suggest to a general 
practitioner a course of action which would be likely to 
benefit a pauent suffenng from a complaint which could 
reasonably be treated by him Now that I am Omp 72 
(retd ) I hope I shan’t get into a great deal of trouble if I 
confess to havmg transgressed in botli respects with some 
frequency I feel tliat some pauents were not ungratefm, 
and I can’t beheve much harm was done Whether the 
GPS concerned approved is not for me to say At least I 
had no complaints 

In my opimon, therefore, the abihty and potential 
the Omp is not at present being uuliscd to the full, and 
the pressure on hospital outpauents could well be reduce 
by a rcdistnbuuon of certain kinds of routine vvor 
There seems to be a sad tendency these days for prop c 
to say in shocked voice “ Oh, but you can’t do 
isn’t provided for in the Aa ” This has always ma c me 
feel that if the Aa is dcmonsuablv susceptible of improve¬ 
ment, then It IS high umc someone amended it I kno v o* 
no other branch of Medianc in which a pracuuone’-1 
for all pracucal purposes debarred from clinical wor,, an 
though the fruit at the top of the ophtlnlmologial ire 
may sull be as sweet as in former years, fewer students 
moderate ability arc hi civ to lool for a place on t 
branches rearer the ground And to those who sec in 
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an automaac selective mechanism, I would say that 
ophthalmology cannot thrive on selected material only 
for one thin g Aere will not be enough of it, and for another 
m dll branches of medicme useful work, and this 
mcludes climcal work, is done by the humbler members 
Such as 

Yours sincerely, 

O D Lea 


Parliament 


Penology in the Affluent Society 
Introducing the Criminal Justice Bill' in the House of 
Commons on Nov 17, Mr R A Butler, the Home Secretary, 
adrmtted that he did so agamst a rather sombre background 
Last year, roughly a third of those convicted for mdictable 
offences were between the ages of 14 and 21 and the total 
number of such offences known to the pohce was more than 
double that of 1958 No one method or one type of pumsh- 
ment would suffice to solve the problem of crime, but m his 
view some essentials must be tackled at once We must ensure 
that the pohce were brought up to strength and that their 
relations with the pubhc were good We must eitpand the 
probation service to meet the mcreasmg demands imposed by 
the high level of crime and the mcreasmg responsibihues to be 
imposed by this new Bill We must remember the needs of the 
pnson service He had appomted two bodies to examme the 
law The Cnmmal Law Revision Committee had already 
submitted a report on the law relatmg to smcide and attempted 
suicide, and were now considermg larceny The Streatfeild 
Committee were considermg the machmery of the supenor 
courts Lord Ingleby’s Committee had surveyed our system of 
juvenile courts and some of their recommendations had been 
fitted mto the present Bill Others, notably the proposal to 
raise the age of cnmmal responsibihty, needed further 
consideration 

A method of pumshment which we have discarded is 
corporal pumshment, and Mr Butler said that the Advisory 
Council on the Treatment of Offenders’ report' confirmed the 
Government’s judgment that it should not be remtroduced 
He accepted the Council’s view that the present powers of the 
courts for serious offences was adequate What was not 
adequate was the power to fine for less grave offences, and 
some proposals to this end, m respect of juveniles and their 
parents, were mcluded m tffis Bill He added that he hoped 
soon to receive the report of the workmg party which was 
considermg a scheme for compensatmg victims of crimes of 
violence 

He recognised that the Bill would depend on the nght 
buildmgs bemg available and the Pnson Commission was 
dnvmg ahead with the largest programme of buildmg and 
refurbishmg pnsons that we have Jmown for many genera¬ 
tions 3 new open pnsons had already been completed, 3 
detention centres would be open m the next three monffis 
By the latter part of the year he hoped to have 10 detention 
centres m bemg, givmg a total of 12 They were also plannmg 
to spend m the next few years about £5 milhon m the modermsa- 
tion of the prenuses of approved schools It was mtended to 
set up a small number of closed umts, attached to existmg 
schools, to provide for observation and treatment as well as 
setmre custody Improved prenuses would be of Inmted value 
unless enough staff of the nght calibre were attracted to the 
service and he had been struck by the difficulties ansmg from 
the general shortage of qualified social workers With the help 
Central Trainmg Council m Child Care they were 
^endmg the trainmg facihaes for the staff of approved schools 
m^oved salary scales had lately been agreed and they were 
setemg to rniprov e the hvmg condiuons of residennal staff 
Reviewing the clauses of the Bill, Mr Butler described the 
provision for aftercare as o ne of its “ most important and 

1 See UinM Nov 12, 1960, p 1082 

Z See thd Kov 19, 1960 p 1149 


potentially beneficial proposals ” Nothmg we could do for a 
young man while he was m pnson was of any value unless we 
could negotiate the readjustment to freedom successfully 
Extension of compulsory aftercare would create new problems 
of orgamsanon and he was gomg to ask the Advisory Council 
to review existmg practice The proposal m the Bill to 
amalgamate the Prison Commission and the Home Office was 
made because the origmal division of responsibihty betw een the 
Commission as an executive authority and the Home Office 
as the pohcy-makmg body had disappeared It did not fore¬ 
shadow any drastic change and it would not mean the dissolu¬ 
tion of the Prison Board as a team of admmistrative and 
professional offiaals By this mtegrauon it imght be possible 
to draw closer the prison and probation services and the 
approved school and borstal services Eventually he would 
like to see what was now the Prison Commission becoming 
part of a wider orgamsanon covermg all Home Office responsi- 
bihnes for cnmmal jusnce and the treatment of offenders 
Mr Gordon Walker thought that the Bill made a httle 
progress m the nght direcnon but was madequate to the tasks 
and cnses facmg the country Our research was still lamentably 
madequate and our cnmmal stansncs wholly misleadmg m 
many respeas Sir Kenneth Pickthorn did not accept the 
assumpnon that trymg to reform was supenor to trymg to 
deter It was no good the Home Office gettmg more and more 
progressive if the result was an mcrease m crime The moral 
improvement of the cnmmal should be an mdirect object 
The object of impnsonment should be the prevennon of crime 
Sir Thomas Moore found the Bill admirable, but suggested 
that It had a strange kmship with the 1948 Act tvith its 
msistence on more detennon centres, more remand homes, and 
more and better prisons These, however, had not matenahsed, 
often with tragic results He knew of a boy of 16'/t sent for 
two months to a pnson for hardened cnmmals because there 
was no room m a borstal He was tempted to say that a good 
whippmg would have done the bou less harm He was dis- 
appomted m the Advisory Council’s report on corporal pumsh¬ 
ment He thought that the Council had rehed too greatly on 
the Cadogan report of 1938 Smce then the soaal and econoimc 
conditions of the country had improved Yet we had a gross 
and dramatic mcrease m dehquency and crimes of violence 
He asked the Home Secretary to consider givmg the courts, 
for a tnal penod of five to ten years, the nght to use the cane 
for cnmmals up to 17 years of age, and the birch for cnmmals 
of more than 17 The cat, tvith its imphcanon of sadism, should 
be dropped, and he remmded the House that only the Home 
Office retamed this form of pumshment m its own pnsons 
Mr Clement Davies pomted out that the Ingleby Com¬ 
mittee had considered the problem m the early stages, not after 
the crime was comrmtted, but when the child’s min d rmght 
have been influenced In our primary schools he would like to 
see more attention paid by doctors to the mmd rather than to 
body health If we gave more care to problem children m 
schools, he was sure there would be less dehnquency 
Mr Christopher Mayhew was one of the many speakers, 
who, unlike Sir Thomas Moore, accepted the Advisory Council 
conclusions Their report m Mr Mayhew’s view had con¬ 
clusively shown that corporal pumshment made no difference 
one way or the other to the future career of a person who was 
pumshed This linked with the important pomt raised earher 
m the debate by Sir George Benson, that whether an offender 
went to a borstal, pnson, or a detention centre the evidence 
suggested that it had no effect on his career Whether an 
offender would go straight or not could be predicted with great 
accuracy from his family background, character, and previous 
career before he was sentenced If we accepted this dis- 
heartenmg conclusion, Mr AIayhew suggested that the best 
penal system would be one which filtered out from the rest 
those who would go straight anyway They should be released 
as qmckly as possible, and the others shut up, humanely and 
productively, for a long time Tummg to the offender’s soaal 
background, he said that our affluent society might have been 
designed to aggravate and exploit any weakness of personahty 
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It stressed ambiQon, success, and wealth It brought strong 
pressure on young people, through advemsmg and salesman¬ 
ship, to spend freely on cigarettes, clothes, drinks, and all the 
rest of It It repeatedly offered something for nothmg as in 
premium bonds or pools Our newspapers, films, and television 
too often glamonsed crime for our amusement and entertam- 
ment It had been said that “ a society gets the crime it 
deserves ” He beheved that was true of our ov ercommeraalised 
affluent society 

Mr W F Deedes pomted out that the detention centres of 
the future would have enlarged functions, and he thought 
that the admmistrative consequences were bemg taken a little 
lightly The e\isung centres were staffed by volunteers from 
the prison service Would it be possible to get volunteers for 
the ten new centres? The centres would be receivmg an 
increasingly mixed bag of offenders We must recognise that 
among juvemlc delmquents today there was a hard core of 
thoroughly vicious, amoral, dangerous youngsters If the 
detenuon centre was to be the civiUsed alternative to the birch. 
It must be not sunply an mstrument for the reclamation of mis¬ 
guided youth It must also be the principal means of protecting 
society agamst violence which was often rendered more 
beastly, thoughtless, and dangerous by the immaturity of the 
attacker Mr T L Iremonger had found qmte a few psycho¬ 
paths m approved schools and borstals He suggested that 
those should be weeded out and given separate treatment for 
the sake of the staff and the rest of the school The Mental 
Health Act might be used to detain them for treatment 

Sir Reginald Manningham-Buller, the Attorney-General, 
m summing up the debate, said that one of the mam reasons 
whv he had supported the retention of the birch m 1948 was 
to avoid sendmg young offenders to prison When this Bill 
came into effea it would mean that young offenders would not 
ordinarily be sent to prison and the mam argument for judicial 
corporal purushment would fall to the ground The rate of 
crime in 1959 among males in the age-group 15 to 17 was 
almost twice the 1954 figure, and he could not have supponed 
this Bill unless he was satisfied that it was m no sense a soft 
Bill In faCT It provided a more strenuous and rigorous regime 
for young offenders than they would have to undergo m a 
local prison It was agamst this background that any pro¬ 
posals for the remtroduction of corporal punishment must be 
considered and he did not think that it w ould be right or wise 
to treat lighdy the conclusion which the Advisory Council 
had reached unammously after hcarmg a mass of ei idencc from 
people of varymg views 

Parliamentary Medical Committee 

The following have been elcacd as officers of this all-party 
committee Sir Malcolm Stoddart-Scott (chairman). Dr J 
Dickson Mabon (hon secretarv), and Dr Donald Johnson 
(hon treasurer) 

QUESTION TIME 
Diesel Fumes 

Mr N N Dodds asked the MmistcrofHealth, as represent¬ 
ing the Minister of Science, if he would give details of the 
experiments earned out on behalf of his department which 
show that diesel fumes arc not endangering health —Mr Esoai 
Powell replied Investigations into the effects on health of 
diesel exliaust fumes form part of the programme of research 
on air pollution undenaken bv the Medical Research Council 
Thev have included statisucal studies on a large group of 
patients with lung cancer, which showed that in this group 
there wns no greater proportion of persons who might have 
been exp^aed from the nature of their cmplovmcnt to have 
greater exposure to vehicle exhaust fumes, and a srudv on 
London Transpon emplovees, m collaboration with the chief 
m.dical officer o'" London Transpon, which provided no 
evidence of sicnificantlv g-e-iter moralitv from lung cancer 
among men vvo-kmg in d.cscl-bus garages AnaU'cs of the ai' 
in bus gamges and husv streets have sho vn that motor exhaust 
fu—es arc onlv one of mans pollu an s and that ihcir content o'" 


benzpyrene, a known cancer-producing agent, is v cry small in 
relauon to the total amount m the atmosphere from all sources 
Even m congested spaces, such as vehicular tunnels, pollution 
from exhaust fiimcs has been found to be no greater than the 
polluaon of an urban atmosphere by coal smoke on many 
wmter evemngs It seems reasonable, therefore, to deduce 
from these findings that diesel fumes arc not endangenng 
health 

Manufacturing Expenses 

Mr Kenneth Robinson asked the Minister of Health w hether 
he was aware that drug manufacturers included in ihcir manu¬ 
facturing expenses such promotion expenses ns connncntal 
hohdays offered as prizes to pharmacists, and to what extent 
he took into account such expenses in approving the costs of 
new drugs prescribed within the National Health Service — 
Mr Powell repUed I am aware of one recent instance 
of this, but am told that the firm concerned docs not intend to 
use this type of sales promotion m future The costs of new 
drugs prescribed within the Nauonal Health Service arc not 
subject to my approval Mr Robinson Does not the Minister 
agree that this type of advertising, vv hich was indulged in by 
Aspro-Nicholas in trying to introduce a new antibiotic, can only 
reflect adversely on the pharmaceutical industry as a whole? 
Will he do everything m his power, by persuasion, to sec that 
It does not happen again ">—Mr Powell Yes 

Group Practice Loans 

Mr L A Pavitt asked the Minister why the average time 
for approving loans to group practices was 4'/, months, and if 
he would take steps to shorten this period —Mr Powell The 
committee needs this time to study the proposed arrangements 
and plans, to visit the groups, and to get agreement to any 
modificauons necessary 

Mr Pavitt asked the Minister what was the maximum loan 
granted per doctor m a group practice receiving loans from the 
fund established for that purpose —Mr Powell £2500 

Drugs and Dressings for Private Patients 
On a rough estimate, the extra annual cost of prov iding drugs 
and dressings on Naaonal Health Service terms for residents 
in Britam not now registered w ith an N H S doctor might be 
between £2 million and £3 million 

Hospital Development Unit 
This Ministry of Health unit comprises 13 full-time and 8 
part-time professional officers The funcuon of the unit is to 
ensure that the most up-to-date knowledge and experience is 
assembled and brought to bear on all aspects of hospital build- 
mg It has published a bullctm on opcraung-thcatre suites and 
IS prepanng for publicauon further bullcuns on specific 
departments, in addiuon to some 30 building notes on the 
features and standards which should be embodied in the design 
of modem hospitals It will itself be responsible for an oui- 
pauent department and kitchen which are to be built as 
development projeas 
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AntEmia Due to Potassium Perchlorate ’ 

At a Southend inquest on Nov 15, an open verdict wtis 
returned on a 29-ycar-old woman who died after treatmert 
of a thyToid condition with potassium perchlorate ' 

A senior medical regis rar said in evidence that ireatmmt 
with this drug had been begun in June The thvroid vvmpto^^i 
were relieved, but bv Sep, 29 the patient wav extrem- 
anxmic There is no previous record of this drur p oJuci g 
the failure There have been repons where vhitc blo^d « 
ha e not been produced as a result of the drug bu L ' 

patients all recovered’ _____ 

r~7V-/i No- iT 19'o 
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In England Now 


A Running Cornmentary by Penpatettc Correspondents 


There was a tune (it seems odd to think of it non) when we 
knew very htde about libraries We began our official career as 
a custodian of books some years agOj as a member of the 
Prechnical Library Comimtteej recommendmg books m a care¬ 
free way and adoptmg a propnetonal au over the journal racks 
when we visited our domam By dihgent attention to detail we 
rapidly climbed the ladder of promotion to the post of Chair- 
man, and m counsel with our studious and rehable Prechiucal 
Libranan we developed such stnkmg hnes of pohcv as the 
provision of red hnoleum for the floor and the plantmg of 
flame-trees outside the wmdows to keep the sun off We even 
asked the umversity for an air-conditionmg imit so that the 
students might read without the nsk of heat eidiausnon 
Naturall}, subv ersiv e notions of this kmd could not be tolerated 
m any respectable umversitv, and vv e aw oke one mommg to find 
that we had been kicked upstairs mto membership of the 
Umversity Library Comnuttee itself This bodv operates on an 
altogether more rarefied plane, meetmg m the Vice-Chancellor s 
room and fomfymg itself with tea and chocolate biscmts 
After our translation w e made a general tour of the Umv ersity 
Library to examme the ramifications of our new responsibdity 
We prowled at will through the forbidden hinterland, entenng 
the reference staff-room, the catalogumg staff-room, the orders 
room, and the acqmsitions department We visited the bmdery, 
the photographic room, and the book-hft A chat on logistics 
with our learned and gemal Libranan rev ealed to us that each 
undergraduate reader required 25 sq ft of space, and each 
postgraduate 35 sq ft, that the accepted ratio of seats to full¬ 
time students is 1 3, and that the standard height of book 
stacks IS 7 ft 6 in The whole atmosphere was qmet and 
scholarly, far removed from that of our earlv struggles m the 
Prechmc^ Library 

Finally we visited the readmg-rooms The books did not 
frighten us so much—after all, we had been mppmg m and out 
to borrow Trollope for years, and it had not escaped our notice 
that there were other sorts of books around—it was the journals 
W'hich pomted up our narrow- min ded professional outlook. 
In agnculture, for example, it seems that thev read Beef 
Situation and Herbage Abstracts The chemists receiv e, among 
others, the Perfumery and Essential Oil Record, and Pipe Roll 
Soaety is required readmg for lawy ers In education thev spend 
happy hours reading Let’s Dance, or, more soberly, Laban Art 
pfMovement, and, for a dreamv mood, the emgmauc Etude 
The zoologists are addicted to Insects Sociaux and Tuatara, and 
the psvchologists find mstrucuon as well as relaxation m 
studymg the Journal of Projective Technique The engmeers— 
whd earthy creatures—while awav their long weekends with 
Beama, Diesel Engine Users’ Association, and Muck Shifter 
At the next meetmg of the Library Comimttee I am gomg to 
suggest that some of these journals should be routed through 
the Preclmical Librarv to broaden, for the medical student, the 
straitened educational expenence which we all so much 
deplore It is safe to sav that no-one could read Muck Shifter 
und remam unbroadened, and a studv of Beef Situation could 
onlv expand the restncted techmcal horizon In return we 
^uld offer the Faculty of Arts a choice of Brain or Gut, and the 
aniltv of Educatioa might like to glance through a few recent 
issues of Blood 


One of my quirks is to write down, m a big exercise book, 
^^unk of each book I read I hav e just been looking back 
ut what I recorded tvventv years ago about Lady Chatterley s 
cner when I read it at the age of twentv-five 

^ It s a good bool—not bv anv means pomographv I think 

s a good storv and I think the message of the commg downfall of 
a intnal civilisation unless we have more tenderne^^s is a verv 
casi ^ idea But I don t lihe the coldness of it—it s v ery hard and 
arc there s no happmess in the book but there was no happmess m 
^ vvhcn he wrote it I liked it better than Sons ard 
crs, but they share this barren chiUmess that s so dispiriting 


Strangely enough, both books are also at times highly romantic and 
the de'cnptions of the coimtrv side and the flora and fauna are almost 
ly rrcal He was a queer mixture more of a poet than anythmg else, m 
the sense of temperament There are one or tvv o surpnsmg bits of 
good charaaerization and acaon-storv-telling in this book as, for 
instance, the time that Clifford s chair w ouldn t go up the hdl 

I had forgotten all about the inadent of Clifford’s chair, but 
I suppose the remarkable thmg about these comments is that 
thev mclude no mennon of four-lener w ords It looks as though 
their presence made no great impact upon me 
* * # 

My happiest memories of that pharmaceutical feast, the 
London Medical Exhibinon, go back to 1946 As a first-vear 
preclmical student I had borrowed mv father’s mvntation It 
lent me a spurious emmence and opened ev erv door, and I even 
ended up wath a free tea Soil, even this v ear, ov er the second 
stall of this decorous and decorated market-place I met mv 
tenms parmer of ten years ago, and we had exactly the right 
amount of time to catch up vvath our news Round the comer 
behmd a cardiograph or something, the size of a house, 
meandered mv first medical supenntendent—long since 
abohshed poor man At this pomt it struck me that the exhibi¬ 
tion should stimulate the reumon aspect Perhaps the 
prospectus could allot davs and times so that the old bovs of 
St Cecil’s, sav, would know there was the most chance of 
seemg old pals at 3 30 on Tuesdav 

* * # 

The undenaker’s clerk and I met ov er a cremation form The 
new crematorium, it appeared, had been open for over two 
months “ Oh ves, it’s domg very well, I beheve—^and fancy 
you not knowing it was open all this time, doctor ” 

* # « 

A difficult problem m human nghts was raised last year bv 
a call from the local vet, whose pracnce cov ers one of the 
remoter valleys of our western fringe, a valley where 
Government had early insisted that all cattle should be healthy 
Withm the last few months, he declared, 14 fine Fnesians had 
become violently tuberculm-posim e, and had therefore gone 
the wray of aU flesh at great expense to the taxpayer, did I know 
anvthmg, he asked, about Farmer Cobbleigh, who looked very 
unwell, and would I please take anv necessary steps ’ 

This local notable’s records show ed that he had mdeed been 
treated some years before with annbactenal agents for a large 
pleural effusion, but had absconded and stoutlv refused our 
further attenuons Ignobly, I asked the health visitor to call 
on him, but she found the portcullis firmlv down His famil y 
doctor went mto the assault next, but w as met wath abuse and 
showers of stones (well aimed from the sp innin g gaUerv) 
Fmallv, the semor parmer from the next vallev donned a tm 
hat, and took the place by storm m his Landrov er, after which 
he earned Cobbleigh m tnumph direcdv to the hospital His 
chest radiograph showed gallopmg consumption of such 
exuberant quahtv that no normal Ivmg was to be seen Now, 
after a year m hospital, he is no longer infectious, and less 
breathless and more robust than most people, and he has 
perhaps waselv obtamed work as a clerk 

There was no further epidemiological problem, for he had 
no human contacts at all, m fact he had done all the milking 
h i ms elf for years for this very reason 
• • • 

I have had a scooter, of one kmd or another, for some vears, 
but until latelv I did not feel it belonged with my colleagues’ 
motor-cars I used to park it a htde wav from the mam entrance, 
and I alwavs remov ed mv crash helmet before I w ent inside the 
hospital But now at last, the scooter has been accepted as a 
means of transport for the medical profession In the paper the 
other day I read the headhne Drugs Stolen from Donor s 
Scooter ” 

• * * 

In a transatlantic journal I came across a report on 
“ Salmonellosis spread bv a dietarv supplement of Avian 
Source ’ Pate de foie gras was mv first guess, or could it be 
larks’ tongues ’ No—egg nog 
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TUMOURS OF THE BLADDER 
SiRj—In your leading arucle of Nov 12 you make the 
comment “ In the past decade the causes, treatment, and 
prevenuon of bladder tumours have aroused much 
mterest Fascmatmg quesnons surround the mcidence 
of this disease Why is it mcreasmg in younger males ? 
Why IS It apparently commoner m towns than m the 
country ? Why is it rare m Japan and India ? Now that 
P-naphthylamme is no longer employed m the dye, 
chemical, or rubber mdustry, which mdustries still use 
carcmogens such as benzidme 
In my opimon it is high time mdeed that honest, 
uneqmvocal, and comprehensive answers were openly 
given to questions like the last In fact, for reasons set 
out below, the question does not go far enough It should 
be extended to cover all the recogmsed bladder 
caranogens and should relate to past as well as present 
usage 


Part of the monahty from rumours of the bladder in this 
country is imquesuonably due to occupauonal factors The 
results of usmg the chemical agents so far known to be carcino- 
gemc have taken a long time to become manifest Some of the 
substances concerned are no longer m common industrial 
use, and others are used with much more protection of workers 
than in the past, but the effects, already determined before 
these changes took place, will contmue to show for years yet to 
come 

It follows that an epidemiologist is precluded from answermg 
a vital question, posed below, unless he has a knowledge of 
what known carcinogens have been used, in what processes 
they were employed, in what parts of the country these 
processes were carried out, and between what dates they were 
operated 


The vital question faang the epidemiologist is this 

Takmg mto account our knowledge of the epidemiology of 
bladder cancer resultmg from exposure to known caranogens 
in the dyestuff manufacturmg mdustry * and our much less 
detailed knowledge of bladder cancer resultmg from exposure 
to certam antioxidants m the rubber manufacturmg mdustry,* 
can we say that the present mortahty pattern from bladder 
cancer withm the country is compauble wth the hypothesis 
that all the major mdustnal bladder carcinogens have been 
idenafied and the hazards resultmg from them acceptably 
mitigated’ 

Side b> side with this problem of soaal medicme is the 
medical practitioner’s concern with the mdividual paueni and 
his dependants A statutory mstrumcnt ’ prescnbes for benefit 
under the Nauonal Insurance Act tumours of the uimaiy 
bladder which occur m workers m msurable occupauons who 
have been, m the course of their work, exposed to cenam 
named substances at any time after July 4, 1948 The indus¬ 
trial processes where this may occur are often such that the 
worker operatmg them is unlikely to know the chemical nature 
of the substances he uses Many medical practitioners feel it is 
that duty to gne adtice as to when a claim imder the Act 
would be justifiable, but they are imable to do so because of the 
absence of published information about the mdustnal uses 
of the substances concerned 

TTierc may be wavs whereby members of the pubhc can 
obtam this informanon which, to be useful, must be free from 
the restnenon of confidentiality If so, I have been unable to 
discover them In unsuccessful attempts to do so m the past I 
have drafted quesnons for a iMembcr of Parliament to lay 
before the House and have put the same questions to an 
app-opnate official of the Factory Department _ 

1 PirA’cEsa c' U-e B’lddcr l- the Che—Irdvjtn a i ud} c^i a ca^e 
I'-evenjcn Ajjocujcn c*" Biash Chen.cal Mirufactu tn 
Lc-dc'- 1953 

2. Cas- RAM Hnke- \i Z. Bn y frr,^ MeJ 19M 8 39 
3 J,x ro n-;*) 1953 


One author seems to have been more successful, for a 
categorical statement that benzidme has in the past been used 
in the rubber industry and that its use has now been abandoned 
has recently been pubhshed • Unfortimately no information 
about how or where the matenal was used, the date when 
usage ceased, or the source of the information was given 

May I use the authority of your columns. Sir, to 
urge that an independent person or body is given the 
facihties to compile and pubhsh a rehable history of the 
industrial use of the known bladder caranogens ? Without 
this informauon some of the “ fascinaung questions ” 
you mention can never be answered, and without it 
medical men cannot give adequate advice to patients 
who might be entitled to industrial mjury benefit 

London, S W 5 RAM CASE 

MODERN CLINICAL BIOCHEAUSTRY 

Sir, —Is It not true that the only justification for our 
professional existence is the benefit to the patient? If we 
admit this, the studied self-worship of the ultra-speaahst 
and that of the lonely egocentric on the peak of his 
pyramid of subordmates, alike appear ridiculous The 
problem at the centre of this correspondence becomes 
much simpler how can we provide patients with the 
widest range of laboratory care, takmg due note of the 
frequency with which different types of laboratory 
assistance are needed, the readiness with which the 
patient can be brought to hospital, and the availability of 
speaalists of various kinds 

In large aoes patients can be moved by ambulance 
quickly and smoothly, and distances are such that few 
suffer injury by a journey across the aty In atics, 
therefore, we need few hospitals, but each must be large 
and carry a staff which mcludes most spccialucs In aty 
hospitals we therefore need specialists m all four branches 
of laboratory mediane—pathology sensu AngUcano, a 
fourth mearung for Dr Hendry (Nov 19)—but they 
should be ready and able to exchange their views on any 
matter which may concern the patient directly or 
indirectly (for example, the baaenologist, as hygiene 
officer, may have to forbid the entrance to the wards of a 
biochenucal techmaan suffering from a boil) It is 
therefore desirable that departmental heads be on rernis 
of amity rather than enmity, and that each should have 
some acquamtance with the work of the others, even 
though this acquamtance be superficial, such as that 
acquired by a registrar who spends only 6 months m a 
department 

In many country areas a hospital with 200-300 acute beds 
may have to serve the needs of a small town and a large ana 
sparsely populated rural distna Such a hospital is neccssanly 
staffed mainly by general physiaans and surgeons, and it is 
unreasonable to provide a full staff of laboratory spenahsts 
who would be unable to obtain enough matenal to foster their 
espeaal skills However, m such centres the paucnis who 
need really esoteric mvcstigation arc rarely acutely ill, and can 
usually be transferred to a larger centre Such hospitals ncca 
a general pathologist who luiows something about all branches, 
but more about one or two My experience is that for every 
patient who needs a complex senes of chemical investigation 
done wathin a few hours, ten need blood-transfuvion, ana 
hundred need baaenological or htmatological invesugaiio^ 
with rare exceptions histopathological inv esugations ' 

earned on some miles avvav It seems to me that the 
legist attached to such a hospital needs to be ® 
trained baaenolopst, to know quite a lot about blood ^ ! 
fus on and h-cmatology, and to have some kno vledge o clm.^ 

A Fccif tnijo-i V S Prf ft Sac ^'rj 19'0,S3 813 
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chemistry—^last because lack of it is likely to kill fewer patients 
than lack of the other skills 

The function of the pathologist in his hospital will also sary 
accordmg to the time spent m hospital bj consultant climaans 
The diagnosnc acumen of Dr Osborn (Nov 5) w ould hardly 
be required if his clmical colleagues spent most of their w orking 
time mside the hospital—and it can hardly be exercised on 
many of the patients who occupy the 2000-odd beds for which 
he is reputed to be pathologically responsible without his bemg 
absent from his laboratories for most of the workmg day If 
physiaans are rarely m the hospital, the pathologist usually 
takes their place—often wiUmglj—^but I doubt whether the 
subsnmtion is for the good of the patient 
There is no doubt that there are about 200 centres in which 
a biocheimst or chemical pathologist is needed, and which is 
appomted will depend on various committees’ appreciation of 
local needs For my part, I beheve that the best solution w ould 
be to recruit Ist-class or 2nd-class honours graduates m 
chemistry and pay them a salary while they undertake their 
medical studies, and complete not onlj their mtem year but 
also 2 years as registrar m general pathology (sensu Anghcand), 
so that they iviU have that acquamtance with their colleagues’ 
speaalnes which will enable them to cooperate frmtfuUy 
However, there are at least as many centres m which the 
general pathologist is mevitable, at least for a generation, and 
I submit that smee (1) every medical graduate has learnt some 
chemistry, (2) pathologists sensu Anghcano are highly selected, 
and (3) embryo pathologists who wash to learn more cheimstry 
are even less common, it seems not to be excluded that the 
registrars selected for an extra year’s work m chemistry may 
acquire quite a useful knowledge, and rmght es enlie stimulated 
to go on leammg 

There is no reason for medically qualified biochemists 
to avoid the hospital service, for there are consultant 
' posts, and I beheve more would appear were the money 

' available shghtly mcreased and the supply of quahfied 

persons larger But I have great sympathy with the non- 
medical biochemists m their difficulties outhned by 
Dr Woolf (Nov 12) and confirmed by Mr Love (Nov 19) 
Hospital admmistrators, medical or lay, seldom reahse 
that the professional future of the non-medical bio¬ 
chemist depends almost entirely on the ongmal work he 
can imdertake, and I am sorry to hear that he still suffers 
the mixture of suspiaon and patronage which I noted 20 
years ago among jumor medical, nursmg, and admmistra- 
tive staff—but which was so strikingly absent from my 
1 semor medical colleagues, to whom I still feel a sense of 

I mdebtedness and gratitude I do not know how these 

i problems can be resolved—perhaps by educatmg our 

( admimstrators—but I see no advantage m makmg non- 

i medical biochemists the only advisers on clinical 

I chemistry to the regional boards, when there are doubly- 

I qualified men who are at least as smtable for this duty 

l-ondon, N W10 GEORGE DiSCOMBE 


As to backbitmg, &.c, would a proctologist be high-horse- 
ndmg if he and not a gynecologist saw and treated postpartum 
hemorrhoids ^ It is to be hoped that Mr Rhodes’s choice of 
words (“ backbitmg and high horse ”) is merely his personal 
manifestation of the truth of the old Talmudic savmg “ Rii airy 
of Authors enriches Wisdom ” {Baba Bathra, 21, p 1) 

Tel Aviv HeRZL KoOK 

THE BORDERLINE FOR SEVERE SUBNORMALITy 

Sir, —^As Dr MacMahon and Dr Clarke (Oct 29) 
pomted out, it wnll be unfortunate if, at a time when 
great changes are takmg place m the mental-defiaency 
services m this country, we now abandon any serious 
attempt to classify the mentally subnormal by grade of 
mental defect The term “ severe subnormahty ” seems 
hkely to be apphed to paDents whose condition vanes 
from profound idiocy' to the milder grades of feeble- 
mmdedness This may, as your correspondents say, have 
regrettable imphcations for chmeal practice It wtU 
also mean the end of much senous epidemiological 
research—just at a time when it is beg innin g to produce 
fhntful results Not only wiU it be impossible to compare 
our expenence m the future with what it was m the past, 
but we shall be unable to relate what is happenmg m 
England and Wales to what is happenmg m other coimtnes 
dealmg with similar problems Agam, the new termino¬ 
logy cuts nght across the educational criteria of mental 
subnormality, by lumpmg together those educationally 
subnormal persons who later come to be m need of care 
with the lower-grade defectives who m childhood are 
excluded from the educational system Prospective 
studies will thus be difficult to carry out 

Perhaps the best way out of the difficulties hkely to 
anse from the new terminology would be to msist that 
for statisacal and record purposes the terms “ sub¬ 
normal ” and “ severely subnormal ” are always quahfied 
by an I Q ratmg If possible such ratmgs should be based 
on scores obtained on properly admmistered mtelhgence 
tests But even a clmical judgment, expressed m deciles 
(i Q 40-49, 60-70, &c ) would be better than no thin g 

The value of i Q s for statistical purposes is extremely 
great, as can be easily demonstrated 

(1) Whereas perhaps only 10% or fewer of adults with 
IQ s of less than 50 are able to be employed on the open 
market, at least 80% of those with i q s of over 50 are fully 
employable 

(2) The cut-off pomt for employabihty, as for educabihty 
and maiTiageabihty, is 50-r rather than 60 or 70, as has been 
shown by Ferguson m his studies of Glasgow school-leavers, 
as well as by man y others 

(3) Even wi thin the imbecile grade there is a sharp gradient 
of educabihty A recent Amencan study by Goldstem of the 
“lower hmits of ehgibihty for classes for tramable (le, 
imbecile) children ’’ showed that the l Q was the most 
important smgle determmant of educabihtv m the training 
centre 15 out of 16 children with IQs below 25 (94%) were 
excluded from the trairung centres durmg the course of his 
mvesngauon Only 6 of the 55 children (11%) with iQs 
between 25 and 34 and 1 out of 45 children (2%) with 
IQs over 35 were so excluded Neither climral diagnosis, 
mental age, nor Vmeland soaal maturity score had such 
discriminatory power 

(4) There are immense differences between idiots and 
imbeciles m the management problems they present, and m 
expectation of life Staff requirements and mstitunonal 
accommodanon for the various grades are very different, as is 
the average time that high-grade and low-grade patients 
require msututional care 

For all Its shortcommgs—many of which are well- 
recogmsed by psychologists who have been mdefatigable 


THE FEMALE PROSTATE 
Sir,—^M r Rhodes (Oct 15) asks what I meant to 
convey by approvmg (Oct 1) Mr Moore’s statement* 
that “It is unfortunately still traditional for urmary 
symptoms m the female to lead to a gynecological con¬ 
sultation ” The answer is that m my opimon unnary 
complamts m female (or male) should be treated by those 
speaally tramed m urology, just as patients w'lth gy'necolo- 
gical symptoms should be seen and treated by those 
framed m gynecology 

hlr Rhodes further says “ the relationships betw een gvne- 
cologists and urologists are such that they each need the other 
at times ’’ I agree ennrelv, but why lumt these relationships 
to the two specialties only ^ Surely this apphes to all of them 
1 Lcncn, 1950 i 1305 
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in dnwing nttcntion to them in recent yeirs—the I Q 
remains one of the most powerful diagnostic tools we have 
in psv chntry and in education If we arc to give up the 
traditional grading of mental defect, as it seems we must, 
let us hang on to intelligence quouents until something 
better turns up to replace them 


Institute of Ps>chiatr>j 
MQudslc> Hospinl, 
London, S E 5 


J Tizard 


“WHAT IS WRONG WITH ME?” 

Sir, —Nearly every patient who feels ill or has some 
symptom says to himself or herself “ I wonder what is the 
matter with me ? ” Frequently they ask their family doc¬ 
tor, who possibly rephes “ Oh, it is only a bit of flu,” or a 
“ touch of catarrh ” or “ rheumatism ”, and the patient is 
satisfied 

If, however, the patient is sent to the hospital, the 
position IS very different The pauent still asks himself 
“ what IS the matter with me ? ” but very seldom has the 
courage to ask anybody The atmosphere here seems to 
be that of the old nurseries, “ ask no questions and you 
will hear no lies ” How often one hears a patient just out 
of hospital, to whom one makes sympathetic noises, and 
asks what w'as the trouble, say, “ Oh J don’t know, they 
never tell you anything in hospital ” Many of these 
patients go on worrying, particularly if they suspect rightly 
or wrongly that the condition was cancer One patient m 
hospital the other day said to a visitor, “ I know I have 
cancer but they won’t tell me,” and then, turning to the 
ward sister, said “why won’t you confirm it?” The 
sister IS reported to have replied, “ The nurses are not 
allowed to discuss ailments with the patients ” That may 
or may not be a good rule, but it should be the duty of 
someone, houseman or registrar, to tell every patient in lay 
language before leaving hospital what was wrong with him 
or her This is an important part of the treatment 

Very seldom will a “ white he ” have to be told, but if 
It IS the “ he ” should be passed on to the G p 

“ Knowledge is the antidote to Fear ”—Emerson 

Malcolm Donaldson 

Honorary Secrciarj, 

Oxford Cancer Informnuon Association 


AGRANULOC\TOSlS ASSOCIATED 
WITH IMIPRAAIINE 

Sir,—I mipraminc has come to be regarded as a 
valuable drug in the treatment of depression Side- 
cflfccts have not been unduly troublesome but agranulocy¬ 
tosis has been reported twice * • A patient recently treated 
with imipraminc at the Maudslcy Hospital developed 
agranulocytosis from which she recovered 

A woman of 70 was admitted to the Maudslcy Day Hospital 
on May 17, 1960, with a depressive illness Treatment with 
irmpraminc( Tofranil',25 mg b d ) was started on May 19, and 
she wais also givai 0 1 g quinalbarbitoncatrughtoccasionally, as 
required Four davs later nausea and dizziness developed with 
a temperature of oo FF , for which no cause could be found 
The blood-count at that time was entirely normal Imipraminc 
was stopped on May 27, but as the svmptoms contmued shevvas 
admitted to the ward under the cart of Dr Felix Post, where 
ihcv gradujilv subsided 

On June n treatment with imipraminc was started again, the 
dose being increased to 75 mg 11 d She again received 
occasional doses of quinalbarbitonc 0 1 g as required The 
depression lessened, but after six ssecl s she began to complain 
of p'ofusc swea me, and the dose vsas reduced to 50 me t i d 
A sseek later, on Julv 25, she conaplaincd of a ‘cvc'c 'O'C th'Oat 

I Ml Rj-i Her'-n J \ Hr M I N S , 1<1'0 i 55Z 

r 1 il C I C--.y r-,J Hi y 10 '' 1-2 10 1 


The throat was very red, vvitliout exudates or ulceration, and 
the cerv ical glands vv ere tender on both sides Her tcmpcraimc 
was OS'F, but had risen to 100'’F next day The total white cell 
count was 1100 per c mm (neutrophils 4'1„, lymphocytes 92",, 
monocytes 4®/o) and the hn.moglobin was 14 4 g per 100 ml 
All drugs were stopped at once, and she was treated with 
pcnicillm and cortisone She made an uninterrupted recovery, 
and on the succeeding four days vvhitc-ccll counts were 1200 
(ncutropluls 3%), 2100 (neutrophils 7%), 3100 (neutrophils 
16%), and 9150 (neutrophils 63%) per emm Over the next 
two weeks there was a neutrophil Icucocytosis, with the total 
count rising to 27,000 per c mm , but since then the count has 
remamed normal Her depression has now improved and she 
was recently discharged from hospital 

The only drug this patient received, apart from imipra¬ 
minc, was quinalbarbitonc, and the doses of this were 
small and infrequent Imipraminc resembles in structure 
compounds of the phcnothiazinc group which arc known 
to produce agranulocytosis and it would seem to have been 
the cause in this pauent 

''London"'’kP's'"’’ SAMUEL I COHEN 


CHEST X-RAYS AND RADIATION HAZARDS 


Sir,—I n 1957 the Ministry of Health issued a publica¬ 
tion ' on the development of the mass miniature radio¬ 
graphy service and in 1959 a further memorandum* 
on radiological hazards to patients, wluch held that the 
value of mass radiography was so great that it should not 
be curtailed without good cause The radiation dis¬ 
tributed by these X-ray machines was considered to make 
a negligible contribution to the total radiation to which 
the populace is exposed This statement is true, but 
although one can be reasonably sure there is little 
immediate hazard, the effect of small doses of radiation 
may have genetic consequences in the future In an 
atomic age the amount of unavoidable radiation that the 
populace receives will probably increase as time goes on 
Accidents similar to that at Windscalc may happen 
again All radiation is dangerous, and it is the duty of 
those concerned to sec that all unnecessary radiation is 
avoided What then of the future of the mass radiography 
using 35 mm camera units ? 

Tlie report on radiological hazards to patients quotes figures 
for the number of cases of tuberculosis found by this means in 
the whole of Great Britain in 1957 as a reason for continuing 
Its use These figures were not further subdivided into areas, 
but It IS obvious that the bulk of the cases came from the large 
ciucs . 

The same report also quotes the number of people X-ra)co, 
and such figures have always been used to impress lay com¬ 
mittees successfully Tlicsc same committees should now be 
re-educated to realise that it is the results that matter and not 
the numbers X-ray cd The successful unit is the one tliat can 
demonstrate how few people they have X-rayed to discover an 
appreciable number of new cases of tuberculosis Itisunrcaliitic 
to try to justifv the contmued use of v! M R units solely bccauic 
of abnormalities other than tuberculosis Ev cn as a measure to 
discover new cases oftubcrculo is, it is relatively expensive an 
will become more so in the future In comparatively healtnv 
areas 35 mm units could successfully be replaced by sw"'- 
and/or mobile 70 or 100 mm umts mainly for the use of cates 
referred by general praaitioncrs Crofton * felt that 3^ 
camera units could still fulfil a useful purpose, but should - 
used less haphazardly Even in Edinburgh, however, the iim 
will come when their u'c will have to be rcconMd'rcd ^ 

In some areas fluoroscopv sc sions are u'cd fo- the purpo"^ 
of diagnosing ches, disease This should be cond enrc i^^ 


1 II M (57) 0 

2 II 1 (59) S'- 
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nght Hie amount of radiation disseminated by each examina¬ 
tion will vary considerablj, but m any event will be sub¬ 
stantially greater than the controlled dose given by radiography 
Gibson* considered that routme fluoroscopy was no longer 
justified m the diagnosis of cardiac diseasCj ovvmg to the high 
radiation dosage It is even less justified as an imnal means of 
diagnosmg chest disease 

Finally, the use of chest X-rays m clinics could be reduced 
m certam cases Children exaimned as contacts should not 
be X-rayed if their tubercuhn test is negam e Durmg preg¬ 
nancy It IS doubtful whether a routme chest X-ray is justified 
m the absence of svmptoms, it could be delayed until the 
puerpenum The mtervals for the routme surveillance of 
qmescent cases should also be revnewed at each attendance 
Quite obviously the extent by which irradiation can be 
reduced will vary m each area, but it is the concern of 
everyone to give the matter adequate thought at frequent 
intervals 

Boumtmouth. O D BERESFORD 

WORKING WTVES—AND THEIR CHILDREN 
Sir, —Your annotation last week showed great msight 
into the mental state of professional women ned to the 
household for some years 

Could we not find some way m our profession to enable 
women to retam their skdl during the years w'hen their 
children are small, by makmg part-time work more 
readdy available ’ 

I have m mmd chmcal assistantships m outpatient depart¬ 
ments or a scheme whereby general practitioners accepted 
tiamee assistants on a regular sessional basis 
Such part-time work, with suffiaent remuneration to cover 
a rehable baby-mmder, would go a long way to mamtaining 
dimcal mterest durmg the cntical 5 to 7 years before the 
youngest m the family is at school, when more work could be 
undertaken 

If the shortage of doctors, predicted by Professor 
Lafitte withm the next decade, is to be avoided one 
obvious solution would surely be to make the fullest use 
of available part-time workers 
London S W 14 SybILLE StOVIN 

SHORTAGE OF DIETITIANS 
Sir, —I wonder if the recent Kmg Edward’s Hospital 
Fund memorandum on the shortage of dietinans, dis¬ 
cussed m your annotation of Sept 17, has received the 
nonce it so urgently deserves Those who read it will 
nghtly regard it as a useful, though only prelmunary^, 
report and a balanced stimulus to more offiaal acnon on 
this important subject which becomes mcreasmgly related 
to many branches of modem therapy The Professions 
’ Supplementary to Medicme Act may have a similar 

, effect, though at first it seems to be m ainl y concerned with 

problems of registranon, admmistranon, and disaphnary 
procedures—^with trainmg faohnes, &c, as mere after- 
f thoughts 

Until recently the subject of dietencs seems to have 
^ escaped the attennon of the Mmistry of Health, and 

^ many doctors, both wi thin and without the hospital 

' service, have regarded this atntude as unreahsnc 

, Today the tramed diennan is qmte often employ'ed m 

, the hospital service as a glorified cook with a not dis- 
sirmlar rate of remuneranon, and the reasons for this are 
probably (1) the present serious lack of tramed diennans, 
/ and (2) an mcomplete knowledge of the subject by hospital 
staff 

4 R, Cardiac Problems for Chest Fh>*sicians, p 13 N^PT 

blTtiposium LotldQ^, 195S 


The answer hes m the provision of adequate and well- 
considered trainmg in dietetics throughout the countrv, 
and the present situation seems suffiaently senous to 
justify the settmg up of a small body' of mqmry' to examme 
the present arrangements for the trainmg of dietitians— 
which I suggest are appalhng—and also the whole 
question of their employment, mcludmg remuneration 
and status I suggest that the Kmg Edward’s Fund 
memorandum could form a most useful basis for any such 
mquiry 

London J SHARP GRANT 

note about a Mmistry memorandum on the 
duties of dieuuans and the orgamsation of their work 
appears on p 1202 —Ed L 

BROADER MEDICAL TEACHING 

Sir,—I was much mterested m Dr Cardew’s letter of 
Nov 5 and subsequent correspondence because the 
subject is one which has always been very near to my 
heart and on which I have written a good deal ^ 

Durmg the past twelve months, as a patient m a regional 
hospital and then a teachmg hospital, I hav e been able to talk, 
at mght, with many recently quahfied men, and all of them 
expressed the same opimons as the general practitioners at the 
conference 

Surely the basic trainmg durmg the chmcal years is mis¬ 
directed m aim, structure, and balance’ Its general purpose 
should be to teach the smdent the general prmciples of medi¬ 
cme, to tram him to a sufficient degree of skdl to diagnose and 
treat common ailments m medicme and surgery, and to 
recogmse conditions m which expert help is required, and so to 
onentate his amtude toward medicme that he can see the 
picture as a whole He will quickly leam to look for aberrations 
from normal as they present themselves, and reahse the import¬ 
ance of trammg his powers of observation on each case as it 
occurs Then he will find out that takmg a v ery careful history 
IS the best way of commg to a sound conclusion - 

But today, m his chmcal ward rounds and ward work 
generally, he is mtroduced to the pauents of a teaching hospital 
where his mmd is largely absorbed with the rannes of medicme 
Now that several teaclung hospitals have branches which are 
staffed like the central hospital but contam the every dav tvpe 
of case, would it not be possible for the smdent’s chmcal and 
ward work to be undertaken at these branches, with visits 
to the mam hospital weekly for mstrucuon m the ranues’ 
At present students get a completely false picture of the world 
outside—^the world of the commonplace m which they are 
to spend their workmg hves 

Agam, under present arrangements students are taught 
almost entirely by members of the hospital staff whose hv es are 
spent almost entirely m their own speaalty (which cannot 
conduce to a broad outlook) Is this really the best plan ? Is 
there not much to be said for formmg a school m the art of 
teachmg, or for askmg the umv ersiues to recommend men of 
outstandmg abihty m this field (wath suitable remuneranon) 
whose words would rmg m the mmds of students throughout 
their hv es ’ In this connecnon the foundanon of a department 
of general pracnce m teachmg hospitals, as is done m the 
Umted States and Canada, has much to recommend it 

Dr Cardew suggests that every teacher m the hospital 
service should spend a period in general practice first I 
would go further and say that no doctor should be allowed 
to speaahse without first domg a penod outside hospital 
in general practice The time to do this is immediately 
after qualification and registranon it would be very 
unsoimd to postpone the experience till later The modem 
tendency in medicme, or nursmg, is to think of patients 

1 Doctor of the Future High \r>combe 1953 State Mediane or 
\niat’ London 1952 

2 Hunt J H Bnt Med J 1957, : 1076 
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as case-numbers instead of souls (human entmes) which 
IS imfortimate if doctors of the future are to hold the same 
position of lot e and trust as did their forebears 

Worthing HaROLD LEESON 

“ ATHEROLIPID NUMBERS *’ 

AN EXPRESSION OF SERUM-CHOLESTEROL 
AND SERUM-LIPOPROTEIN RELATIONSHIPS 
Sir, —Increases m serum-total-cholesterol and serum- 
beta-hpoprotems have been associated with climcal 
mamfestanons of atherosclerosis In addmon, several 
investigators ‘ - have observed absolute as weU as relative 
decreases in alpha-hpoproteins m sera from athero¬ 
sclerotic patients A consideration of these three hpid 
fractions may have chmcal significance m this disease 
process Therefore, a mathematical relationship has been 
derived which is dependent upon concentrations of serum 
total, alpha-, and beta-hpoprotem cholesterol The value 
obtamed from 

jTig per 100 ml scrum- ^ mg per 100 ml beta lipoprotein cholesterol 

total cholesterol mg per 100 ml alpha lipoprotein cholesterol 

_ 

has been termed the “ atherohpid number ” 

Calculation, of atherohpid numbers does not include a factor 
which ascribes greater sigmficance to any one of the hpid 
fracuons The dinsor 10 has arbitrarily been used in 
this expression merely to Imut the number of significant 
figures 

To study the proposed relanonship, serum-total-cholesterol 
as well as alpha- and beta-hpoprotem levels have been esn- 
mated eletrophoreucally by the techmque of Searcy et al ’ 
m over 1000 clmically healthy indniduals This group 
included 554 males and 529 females rangmg in age from 10 to 
79 \ears Lipid Nalues as well as ages were averaged for each 
decade Fig 1 demonstrates the effect of both se\ and age 
upon serum-hpoprotem-cholcsterol levels 

In males there is a big nse m the serum total and beta- 
hpoprotem cholesterol in the third and fourth decades Females 

1 Barr. D P Russ. E M , Edcr H A Amer J Med 1951,11,480 

2 Oliver, M F.Bojd.G S Brit Heart J 1955 17 299 

3 Searej. R L Bcrgiimst, L Al , Jung R C . Craig, R , Korotzer, J 

CItn Chan (in ihc press) 



Fiir ]—Serum-llpoproteln-cholcslerol Ic\els In cUnIcnlI> healthy 
Indi% iduols 



Fig 2—AtheroUpId numbers in clinically hcalthj Indhlduals 

of corresponding age exhibit much smaller increases in these 
fracuons It is noteu orthy that in the post-menopausal decades, 
females averaged a higher serum-total and beta-lipoprotein 
cholesterol than males of the same age Oliver and Boyd* 
observ'cd substanual mcrcases m total cholesterol levels in 
12 females aged 50-59 years as compared to both younger and 
older women In contrast, our studies cmploving a larger 
number of subjects failed to demonstrate a drop m scrum-total- 
cholesterol levels m the post-menopausal decades A group of 
69 women 60 years and over had an average scrum total 
cholesterol of 302 mg per 100 ml compared to a mean of 
304 mg per 100 ml m 74 females aged 50 to 59 years 

Lipid values obtamed from the total study group have been 
used to calculate atherohpid numbers for subjeas categonsed 
according to sex and mean age Fig 2 show s that on the average 
atherohpid numbers of males arc lughcr tlian those of females 
at all mean ages These data arc m contrast to the lipoprotein 
cholesterol measurements, where females over the age of 50 
had hpid values lughcr than males of corresponding age 
Reducuons in alpha-hpoprotcins in men of this age tend to 
mcrcasc the beta- to alpha-lipoprotcm rauo tlicrcbv rcsulung 
m higher atherohpid numbers Such elev ations in atherohpid 
numbers arc consistent with the greater incidtncc of athero¬ 
sclerotic compheauons in the male population and may suggest 
a possible relationship In females atherohpid numbers do not 
reach a maximum until after the menopause 1 his peak acaui 
corresponds to the age at which women arc more susccpubl' 
to myocardial infarction 

Barr * has reported scrum-total-cholcstcrol and distnbutioa 
of this lipid fraction between alpha- and bcta-lipoprotcins in a 
group of my ocardial infarction patients The av crage “ athcro- 
hpid number” of 161 calculated from tlitsc data cxcc-uV 
mean " atherohpid numbers ” observ cd in our study groujj 
ofclimcallv healthy individuals TTicrcforc, a consideration o 
serum-total-cholcstcrol m addition to alpha- and beta hpo- 
protem measurements may aid in distinguishing athcao- 
sclerotic from normal subjects The significance of a'hrto- 
lipid numbers in a vanctv of disease states is now under inve-u- 
gauon in our laboratories 

R L SEATO 

Lov Ara 1-v Coin" O, hi- Ilnpinl y p CaRROIL H 
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PROGNOSIS AND ANTICOAGULANT 
PROPHYLAXIS AFTER CORONARY OCCLUSION 
Sir,—I should like to congratulate Professor McMichael 
and Dr Parry on their article of Nov 5—how w ell they 
have disposed of long-term anacoagulant therapy in 
patients with coronary occlusion 
I believe that many physicians, like myself, are v, eak-mmded, 
but fen would care to admit it We are weak-minded because 
we jield to the requests of our panents and their relanves and 
prescribe anncoagulant drugs Relatives do not seem to mmd 
if their loved ones die m my beds from a further coronary 
occlusion—and many of them do—^provided they are havmg 
“ blood-thinmng drugs ”, but many questions have to be 
answered if these drugs have been withheld Similarly, if 
patients die from a further cardiac infarction anv time after 
discharge from hospital, it is the doctors’ fault for not con- 
timiin g with these fashionable drugs The relanves say, 
“ Smith next door is on these drugs and he is snll ahi e, but 
my poor John has gone ” Although mthout faith it is 
probable that some of us use these drugs occasionally for these 
reasons We may have been vi eak and wandermg like lost sheep 
between New York, Edmburgh, and The London Hospital, 
but McMichael and Parry have given us strength and courage 
to re main stanc and adopt one course of acnon 
For man y years I have been teac hin g students that it is 
vitally important for panents with coronary occlusion to move 
their feet and legs at reg ular intervals and to do deep breathmg 
exercises, and so to prevent phlebothrombosis and possible 
pulmonary infarcnon These measures are acme subsntutes 
for anncoagulants Some panents, however, are so fat, so 
stupid, or so stuporose that they will not do these exercises, 
and m these cases I beheve anncoagulant therapy should be 
considered Others are so ill, so shocked and hypotensive that 
they cannot move their legs and m these panents anncoagulants 
are perhaps necessary 

It IS about nme that we fully realised that anncoagulants 
cannot prevent arterial thrombosis No-one can persuade me 
that anncoagulants can postpone death from a further coronary 
occlusion I have witnessed too many deaths m panents whose 
prothrombm-nmes have been so perfect 
McMichael and Parry have stabilised our views m their 
notable contribunon and I only hope that a comparable amcle 
on shon-term anncoagulant therapy will soon be forthconung 
so that the disposal of these fashionable drugs may be com¬ 
pleted 

Cardiff Byron Evans 


ODOUR OF POTASSIUM CYANIDE 


Sir, —Professor Moneneff’s letter of Sept 3 refers to 
two papers m 1953 reporting that solunons of potassium 
cyamde were apparently odourless to 18% of white 
Austrahan males t and to 25% of males of the Luo and 
Kikuyu tribes m Kenya - 

Some SIX years previously. Stock’ stated that he too was 
insensinve to this odour, and mdeed only 6 out of 11 workers 
m his laboratory could detect it Other authors * ’ suggested 
that 1 person m 2 or 4 m 5 could detect it, and Holmyard 
reported ‘ that durmg 21 years at Chfton College, he exanuned 
some hundreds of boyrs and that approximately 3 out of 5 
found an odour I then tested 20 adult white males and 20 
females with a newly opened bottle of potassium cyamde 
crystals For each sex, 16 subjects reported an odour, but few 
non-techmeal persons recognised it' 

It therefore seems evident that a substantial propomon of a 
Populanon is unable to detect this odour, charactenstic 
ihough It IS Howe ’ found it wise to has e a smtable assistant 


R. L. StoihoiiSE N S ttature Land 1953 171 698 
Allison A C Man 1953,53 23 
Stock J A Ckm &• Ini 19-.7, p 262 
Frenos F C ihd p 325 
Unstead Joss L G L iHd p 29-5 
Holnj-ard E J p 294 
Gwilt, J R. it,d p 325 
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beside him m his laboratory to advise him of anv escape of 
cyanogen gas Professor Gatterman is reported ’ as havmg 
advised—^m 1904—the smokmg of a agar to facihtate the 
detecnon of cyanogen Sachs,' who is insensmve to the smell 
of cyamde m the normal wav, smokes a agarette and records a 
“ very nasty taste ” m the presence of evamde or evanogen gas 
There are now of course rehable instruments which can be 
used to momtor cy anogen or hvdrogen cyamde gases, but their 
use IS not always practicable—or even necessarv m cases such 
as the above 


Wmthrop Laboratories, 
Newcastle upon Tjae 


J R Gwtlt 


HEATSTROKE 

Sir,— was very interested m your editorial of Oct 15, 
but would most certainly agree wnth Wmg-Commander 
Mortimer (Nov 5) that it is perfectlv possible to treat 
severe hvperpyrexia successfuUy without elaborate eqmp- 
ment, and it w ould be very unfortimate if doctors suddenly 
faced with such a desperate emergency w ere to be maenv e 
or delay treatment because of a feehng of funhty with 
the resources they had 

In these circumstances the best method to reduce 
temperature does seem to be the encouragement of 
evaporanon of arofiaal sweat at all costs 

While domg my Nauonal Service I was for a short time 
mvolved m the medical care of British Forces m the Jordan 
port of Akaba on the Red Sea A relam ely unacclimatised 
airman suddenly collapsed semi-conscious and dehnous on 
the beach with heatstroke He was immediately sponged all 
over inth what must have been warm water from available 
water-bottles, and his colleagues and mv R A M C orderhes 
fanned hi m vigorously with their towels to create a reasonablv 
good air current He was then moved by stretcher vehicle 
about a mile to a small Army Hospital where we had facihues 
by courtesy of the Jordan Arab Army Durmg the journey 
the spongmg was contmued and, of course, the air current 
supphed bv the movement of the vehicle Once m hospital it 
was possible to contmue treatment more vngorously with a 
small electric fan and recov’ery, though slow, was ihereafter 
tmeventful 

Edinburgh A G 2vi GAAIFBELL 

PERITONEAL DIALYSIS 
IN SALICYLATE INTOXICATION 
Sir,—^D r Elhott and Dr Cnchton (Oct 15) described 
the use of pentoneal dialysis m human sahcylate mtoxica- 
oon, much as Ettledorf et al used it m the dog The 
differences m the solunons accoimt for the difference m 
the amount dialysed Ettledorf et al, usmg alb umin as a 
dialysmg fluid, succeeded m their best experiment m 
removmg 19% of the saheydate dose Dr Elhott and Dr 
Cnchton pomt out “ m retrospect we had hoped to wash 
out sahcylates by dialysis but we beheve we accomphshed 
more by providmg av ailable base as a v ehicle for enhance¬ 
ment of renal excrenon of conjugated glv curomde ” 

We felt there is no need for an extra dialyser if the 
panent’s own dialyser (the kidnev) could be exploited to 
Its maximum 

In experiments on rabbits and dogs vv e used tns (hvdroxv- 
methvl) ammo-methane (tham) (Abbott) by infusion to 
promote sahcylate excretion This buffer alkahmses urme and 
mcreases urme output It has been used m the treatment of 
respiratory aadosis “ In a 7 kg dog given 1875 mg ofsahcvlate 
mtravenously (blood-lev el 59 mg per 100 ml), an excrenon of 
1232 mg of sahcylate m the urme was mduced by an mtra- 

9 Sachs W thzd p 358 

10 Eneldo-f J N Montalvo J M. Kaplan S SHeSe'd 1 A 7 Pedta: 

1960, 56 1 
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as case-numbers mstead of souls (human ennties) which 
IS unfortunate if doctors of the future are to hold the same 
posinon of love and trust as did their forebears 

Worthing HaROLD LEESON 

“ ATHEROLIPID NUMBERS ” 

AN EXPRESSION OF SERUM-CHOLESTEROL 
AND SERUM-LIPOPROTEIN RELATIONSHIPS 

Sir, —Increases in serum-total-cholesterol and serum- 
beta-hpoprotems have been assoaated with clinical 
manifestations of atherosclerosis In addition, several 
investigators ^ = have observed absolute as well as relative 
decreases m alpha-hpoprotems m sera from athero¬ 
sclerotic pauents A consideraaon of these three hpid 
fractions may have chmcal sigmficance in this disease 
process Therefore, a mathemaucal relationship has been 
derived w'hich is dependent upon concentrations of serum 
total, alpha-, and beta-hpoprotem cholesterol The value 
obtamed from 

mg per 100 ml scrum- ^ mg per 100 ml be ta lipoprotein cholesterol 
total cholesterol mg per 100 ml alpha-hpoprotein cholesterol 

To 

has been termed the “ atherolipid number ” 

Calculation of atherolipid numbers does not include a factor 
which asenbes greater sigmhcance to any one of the hpid 
fracuons The diwsor 10 has arbitrarily been used m 
this expression merely to limit the number of sigmficant 
figures 

To study the proposed relationship, serum-total-cholesterol 
as well as alpha- and beta-lipoprotem levels have been cso- 
mated eletrophoreucally by the technique of Searcy et al ’ 
m over 1000 clmicallj healthy individuals This group 
mcluded 554 males and 529 females rangmg in age from 10 to 
79 years Lipid values as well as ages were averaged for each 
decade Fig 1 demonstrates the effect of both se\ and age 
upon serum-hpoprotem-cholesterol levels 

In males there is a big nse m the serum total and beta- 
hpoprotem cholesterol m the third and fourth decades Females 

1 Barr.D P , Russ, E M Edcr H A Amcr J Med 1951,11,480 

2 Oliver, M F.Bojd, G S Bril Henri J 1955 17,299 

3 Searej, R L , Bergquist, L At, Jung, R C , Craig, R , Koroizer, J 

Chn Chem (in the press) 
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Fig 2—Atherolipid numbers in clinically health} Individuals 


of corresponding age exhibit much smaller mcrcases in tlicsc 
fracuons It is notevv orthy tliat in the post-mcnopausal decades, 
females averaged a higher serum-total and beia-hpoprotcin 
cholesterol than males of the same age Oliicr and Bo}d‘ 
observed substantial mcrcases m total cholesterol levels in 
12 females aged 50-59 years as compared to both joungcr and 
older women In contrast, our studies cmplojing a larger 
number of subjects failed to demonstrate a drop in scrum-total 
cholesterol levels m the post-mcnopausal decades A group of 
69 women 60 years and over had an average scrum total 
cholesterol of 302 mg per 100 ml compared to a mean of 
304 mg per 100 ml in 74 females aged 50 to 59 years 
Lipid values obtamed from the total study group have been 
used to calculate atherolipid numbers for subjeas categonsed 
accordmg to sex and mem age Fig 2 shows that on the average 
nthcrohpid numbers of males are higher tlian those of females 
at all mean ages These data arc in contrast to the lipoprotein 
cholesterol measurements, where females over the age of 50 
had hpid values higher than males of corresponding age 
Reducuons m alpha-hpoprotems in men of this age tend to 
mcrcasc the beta- to alpha-hpoprotem rauo thertby resulting 
m higher atherolipid numbers Sudi elevations in atherolipid 
numbers are consistent with the greater incidence of athcro- 
sclerouc compheauons in the male populauon and mav suggest 
a possible relationship In females atherolipid numbers do not 
reach a maximum imul after the menopause This peat again 
corresponds to the age at which women arc more susceptible 
to myocardial infarction 

Barr ‘ has reported serum-total-cholestcrol and distnbunoa 
of this hpid fracuon between alpha- and bcta-Iipoprotcinv in a 
group of mvocardial infarction patients The average “atlicr^ 
lipid number ” of 161 calculated from these data exceeds 
mean “ atherolipid numbers ” obscrv cd in our study group 
of chmcally healthy individuals Therefore, a consid'ration o 
scrum-total-cholestcrol m addition to alpha- and beta Iipsi" 
protein measurements may aid in disunguislung a bexi- 
sclerotic from normal subjeas The significance of at'-'^ 
hpid numbers in a v anen of disease states is no v unde' inv a i 
gation in our laboratories 
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PROGNOSIS AND ANTICOAGULANT 
PROPHYLAXIS AFTER CORONARY OCCLUSION 
Sir,—I should like to congratulate Professor McMichael 
and Dr Parrv on their article of Nov 5—how well they 
have disposed of long-term anticoagulant therapv in 
patients with coronary occlusion 
I believe that many phvsicians, like myself, are weak-minded, 
but few would care to admit it We are weak-mmded because 
we yield to the requests of our patients and their relanves and 
prescribe anncoagulant drugs Relatives do not seem to mind 
if their loved ones die m mv beds from a further coronarv 
occlusion—and many of them do—^provided they are havmg 
“ blood-thinmng drugs ”, but man y questions have to be 
answered if these drugs have been withheld Similarly, if 
patients die from a further cardiac mfarcnon any time after 
discharge from hospital, it is the doctors’ fault for not con- 
tmumg with these fashionable drugs The relanies sav, 
“ Smith next door is on these drugs and he is stfll ahve, but 
mv poor John has gone ” Although without faith it is 
probable that some of us use these drugs occasionally for these 
reasons We mav have been weak and wandenng like lost sheep 
between New York, Edmburgh, and The London Hospital, 
but McMichael and Parrv have given us strength and courage 
to remam static and adopt one course of acDon 
For many years I have been teaching students that it is 
vitally important for patients with coronarv occlusion to move 
their feet and legs at regular mtervals and to do deep breathing 
exerases, and so to prevent phlebothrombosis and possible 
pulmonary infarction These measures are active substitutes 
for anncoagulants Some panents, however, are so fat, so 
stupid, or so stuporose that they will not do these exercises, 
and m these cases I beheve anncoagulant therapv should be 
considered Others are so ill, so shocked and hvpotensive that 
thet cannot move their legs and m these panents anncoagulants 
are perhaps necessary 

It IS about time that we fiilly realised that anncoagulants 
cannot prevent artenal thrombosis No-one can persuade me 
that anncoagulants can postpone death from a further coronarv 
occlusion I have wimessed too many deaths m panents whose 
prothrombm-nmes have been so perfect 
McMichael and Parry have stabilised our views m their 
notable contribunon and I onlv hope that a comparable amde 
on short-term anncoagulant therapv will soon be forthcoming 
so that the disposal of these fashionable drugs may be com¬ 
pleted 

C-rdifi BYROX EVAXS 


ODOUR OF POTASSIUM CY'ANIDE 


Sir,— Professor MoncnefTs letter of Sept 3 refers to 
two papers m 1953 reporting that solutions of potassium 
cyamde were apparently odourless to 18% of white 
Australian males ^ and to 25% of males of the Luo and 
Kikuyu tribes m Kenya - 

Some six years previously. Stock ’ stated that he too was 
msensinve to this odour, and mdeed onlv 6 out of 11 workers 
m his laboratory could detect it Other authors * * suggested 
that 1 person m 2 or 4 m 5 could detect it, and Holmyard 
teponed ' that durmg 21 years at Chfton College, he examined 
some hundreds of boys and that approximately 3 out of 5 
found an odour I then tested 20 adult white males and 20 
females with a newlv opened bottle of potassium cyamde 
t^tystals For each sex, 16 subjects reported an odour, but few 
non-techmcal persons recognised it." 

It therefore seems evident that a substantial propomon of a 
ixpulanon is unable to detect tbic odour, charaaensnc 
though it IS Howe * found it wise to has e a suitable assistant 
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beside him m his laboratory to advise him of anv escape of 
cyanogen gas Professor Ganerman is reported * as havmg 
advised—1904—the smokmg of a agar to faahtate the 
detection of cianogen Sachs,’ who is insensitive to the smeU 
of cj amde m the normal wav, smokes a agarette and records a 
“ very nasty taste ” m the presence of cvamde or cvanogen gas 
There are now of course rehable instruments which can be 
used to momtor cyanogen or hvdrogen cvamde gases, but their 
use IS not always practicable —or even necessary in cases such 
as the above. 


XTinJirop Labo*^tcnss, 
Newcastle upon Tjue 


J R Gwtlt 


HErYTSTROKE 

Sm,—I was vert mterested m vour editonal of Oct 15 
but would most certainly agree with YTmg-Commander 
Mortimer (Nov 5) that it is perfectly possible to treat 
severe hvperpyTexia successfully without elaborate eqmp- 
ment, and it w ould be very unfortunate if doctors suddenlv 
faced with such a desperate emergency were to be maenve 
or delav treatment because of a feehng of futilitv yvith 
the resources thev had 

In these circumstances the best method to reduce 
temperature does seem to be the encouragement of 
evaporanon of amfiaal sweat at all costs 
While domg my National Service I yvas for a short time 
mvolved m the medical care of British Forces m the Jordan 
port of Akaba on the Red Sea. A relanvelv unacchmansed 
airman suddenlv collapsed semi-consaous and delirious on 
the beach yvith heatstroke He was immeoiatelv sponged all 
over yvith what must have been warm water from available 
water-bottles, and his colleagues and mv R-A ikLC orderhes 
fanned him vigorously with their towels to create a reasonably 
good air current He was then moved bv stretcher vehicle 
about a mile to a small Armv Hospital where we had facihnes 
bv courtesy of the Jordan Arab Armv During the joumev 
the spongmg was contmued and, of course, the air current 
supphed bv the movement of the y ehicle Once m hospital it 
was possible to contmue treatment more vigorouslv with a 
small electnc fan and recovery, though slow, was thereafter 
uneventful 

Eamburgh. A G M CAMPBELL 

PERTTON'EAL DIALYSIS 
IN SALICYXATE INTOXICATION 
Sir,—^D r EUiott and Dr Crichton (Oct 15) described 
the use of peritoneal dialjsis m human sahcylate mtoxica- 
uon, much as Ettledorf et al used it m the dog The 
differences m the solutions account for the difference m 
the amount dialysed Ettledorf et al, usmg alb umin as a 
dial 3 rsmg flmd, succeeded m their best experiment m 
removing 19% of the sahcjlate dose Dr Elhott and Dr 
Cnchton pomt out “ m retrospect we had hoped to wash 
out sahcylates by dialjrsis but we behey e yve accomphshed 
more by providmg available base as a y ehicle for enhance¬ 
ment of renal excretion of conjugated gly curomde ” 

We felt there is no need for an extra dialvser if the 
patient’s oyvn dialvser (the kidnev) could be exploited to 
Its maximum 

In experiments on rabbits and dogs w e used tns (hvdroxv- 
methvl) ammo-methane (thjlm.) (Abbott) bv infusion to 
promote sahcvlate excreuon This buffer alkahnises unne and 
increases unne output It has been u,ed m the treatment of 
respuatorvaadosis ” InaTfcg dog given 1875 mg ofsahcilate 
intravenously (blood-level 59 mg per 100 ml), an exaenon of 
1232 mg of sahcvlate m the unne yvas mauced bv an mtra- 
9 Sachs W i~d p 3SS 

10 Etteldc-f J X, Mor;. 2 ]TO, J M. R^pl_n, S ShsSrid, J A j Pea a 

1960 56 1 

11 B-mtayan G !_ Rmp D G Cca cs E. O., McC-ll P-iM., E. 
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as cnse-numbcrs instead of souls (human entities) wluch 
IS unfortunate if doctors of the future arc to hold the same 
position of love and trust as did their forebears 

Worthins HAROLD LEESON 


" ATHEROLIPID NUMBERS ” 

AN EXPRESSION OF SERUM-CHOLESTEROL 
AND SERUM-LIPOPROTEIN RELATIONSHIPS 


Sir,—I ncreases in scrum-total-cholcstcrol and serum- 
bctn-lipoprotcins have been associated ssitli chmcal 
manifestations of atlicrosclcrosis In addiuon, several 
invcsugators *" h ivc obsen cd absolute as well as relauve 
decreases in alpha-hpoprotcins in sera from athero¬ 
sclerotic patients A consideration of tlicsc three lipid 
fractions may have clinical sigmficance in this disease 
process Therefore, a mathematical relationship has been 
derived wluch is dependent upon concentraUons of serum 
total, alpha-, and bcta-hpoprotein cholesterol The value 
obtained from 

mg per 100 ml scrum- ^ mg per 10 0 ml betn l ipoprolcm clioleslerol 
toinl-cholcstcrol niR per 100 mTITlrha lipoprotein c holesterol 

—-- ^ ’"10 

has been termed the “ athcrolipid number ” 

Calculation of athcrolipid numbers docs not include a factor 
wluch ascribes greater significance to an> one of die lipid 
fractions The dnisor 10 has arbitrarilj been used in 
this expression merely to limit the number of sigmficant 


To studj the proposed rclationslup, scrum-total-cholcstcrol 
as well as alpha- ind bcta-hpoprotcin levels have been esti¬ 
mated clctroplioretically b> the technique of Searcy ct al “ 
m over 1000 clinically healthy individuals This group 
included 551 males and 529 females ranging in age from 10 to 
79 \ears Lipid values as well as iges were averaged for each 
decade Fig 1 demonstrates the effect of both se\ and age 
upon scrum-hpoprotein-cholcstcrol levels 

In males there is a big rise in the scrum total and beta- 
hpoprotein cholesterol in the third and fourth decades I cmalcs 
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pljf 2—Athcrolipid numbers in cllntcnll> henithy IndhltlunU 

of corresponding age exhibit much smaller increases in these 
fractions It is notevv onhy that m the post-menopausal decades, 
females avenged a higher scnim-total and beta lipoprotein 
cholesterol than males of the same age Oliver and Hold* 
observed substantial increases in total cholesterol levels in 
12 females aged 50-5'> vears as compared to both younger and 
older women In contrast, oui snidics employing a larger 
number of subjects failed to demonstrate a drop in scrum total- 
cholesterol levels m the post-menopausal decades A group of 
69 women 60 years and over had an average scrum-total- 
cholcstcrol of 302 mg per 100 ml compared to a mean of 
304 mg per 100 ml in 74 females aged 50 to 59 years 
Lipid values obtained from the total study group have been 
used to calculate athcrolipid numbers for subjects categorised 

according to sex and mean age Fig 2 shows that on the average 

athcrolipid numbers of males are lughcr than those of females 
at all mean ages These data are in contrast to the hpoprotiun 
cholesterol measurements, where females over the age o! 5 
had hpid values higher than males of corresponding age 
Reductions in alpha-hpoprotcins in men of this age tend to 
increase the beta- to alpha-hpoprotcin ratio therein’ resu nnr 
in higher athcrolipid numbers Such clev ations in nthcro ip 
numbers are consistent with the greater incidence of athero¬ 
sclerotic complications in the male population and mav sugeev 
a possible relationship In females athcrolipid 
reach a maximum until after the menopause This peal g 
corresponds to the age at vvhieh women are more suscepuW 

to mvocardial infirction , , , , , j,,,r,hiiiion 

Barr ‘ has reported scrum-total-cholesterol and distri 

of this hpid fraction between alpha- and beta 
group of mvocardial infarction patients The av crage I 
hpid number” of 161 calculated from these ^ 

mean ‘'athcrolipid numbers” observed in our ^ 

of clinically healths individuals l,po- 

scrum-total-cholestcrol in addition to alpha- and " 

prmein measurements may aid in dwt.nguish.ng ather^ 
sclerotic from normal subjects T he significanc ^ 

lipid numbers in a v arietv of disease state, is now under 

gallon in our labor itorics . , 
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PROGNOSIS AND ANTICOAGULANT 

prophylaxis after coronary occlusion 

Sm,—I should like to congratulate Professor McMichael 
and Dr Parry on their amde of Not 5—how uell the> 
have disposed of long-term anticoagulant therapy in 
panents with coronar 3 ’' occlusion 
I beheve that many physiaansj like myself, are is eak-minded, 
but few would care to admit it We are weak-minded because 
we yield to the requests of our panents and their relam es and 
prescribe anticoagdant drugs Relanves do not seem to mind 
if their loved ones die m mv beds from a further coronarv 
occlusion—and many of them do—^provided they are havmg 
“blood-thinning drugs”, but many questions have to be 
answered if these drugs have been withheld Similarly, if 
panents die from a further cardiac mfarcnon any time after 
discharge ftom hospital, it is the doctors’ fault for not con- 
tmuing with these fashionable drugs The relatives sav, 

“ Smith next door is on these drugs and he is stdl ahve, but 
mv poor John has gone ” Although without faith it is 
probable that some of us use these drugs occasionallv for these 
reasons We may have been weak and wandenng like lost sheep 
between New York, Edmburgh, and The London Hospital, 
but McMichael and Party have given us strength and courage 
to temam static and adopt one course of action. 

For manv years I have been teachmg students that it is 
vitally important for patients with coronary occlusion to move 
then feet and legs at regular mtetvals and to do deep breathmg 
exercises, and so to prevent phlebothrombosis and possible 
pulmonary infarction These measures are active substimtes 
for anticoagulants Some panents, however, are so fat, so 
stupid, or so stuporose that they will not do these exercises, 
and m these cases I beheve anticoagulant therapy should be 
considered Others are so ill, so shocked and hvpotensive that 
they cannot move their legs and m these patients anncoagulants 
axe perhaps necessarv 

It is about time that we fuUv realised that anncoagulants 
cannot prevent anena! thrombosis No-one can persuade me 
that anncoagulants can postpone death from a further coronary 
occlusion I hav e wimessed too many deaths m panents whose 
P’othrombin-nmes have been so perfect. 

McMichael and Party have stabilised our views m their 
notable contribunon and I onlv hope that a comparable amcle 
on «hort-tetm anncoagulant therapy will soon be forthcoming 
so that the disposal of these fashionable drugs may be com¬ 
pleted. 

CsrfiS. Byron Evans 

odour of potassium CYANIDE 

Professor Moncneff’s letter of Sept 3 refers to 
two papers m 1953 reportmg that solunons of potassium 

were apparently odourless to 18% of white 
Amtralian males ^ and to 25% of males of the Luo and 
Kikuyu tnbes m Kenya " 

Some SIX veais previouslv. Stock ® stated that he too was 
^^mve to this odour, and mdeed only 6 out of 11 workers 
ts “boratorv could detect it. Other authors * ‘ suggested 
m 2 or 4 m 5 could detect it, and Holmyard 
^ned to durmg 21 years at Clifton CoUege, he examined 

' approximately 3 out of 5 


beside bim m his laboratory to advise him of any escape of 
cvanogen gas Professor Gatterman is reported * as having 
advised—m 1904—the smoking of a cigar to facilitate the 
detecnon of cvanogen Sachs,’ who is insensiuve to the smell 
of cyamde m the normal way, smokes a agarette and records a 
very nastv taste ” m the presence of cyamde or cv anogen gas 
There are now of course rehable mstniments which can be 
used to momtor cv anogen or hv drogen cyamde gases, but their 
use IS not always pracncable—or even necessary m cases such 
as the above 


Wioihiop Laboratories, 
NewcasUe upon T>-ne 


J R Gwtlt 


HEATSTROKE 

Sir,—I was \ erv mterested in y our editorial of Oct 15, 
but would most certainly' agree with Wmg-Cominander 
Mortimer (Nov 5) that it is perfectlv possible to treat 
severe favyierpyTexia successfully without elaborate equip¬ 
ment, and It w ould be v ery unfortunate if doctors suddenly 
faced with such a desperate emergency were to be macnve 
or delay treatment because of a feehng of futihty with 
the resources they had 

In these circumstances the best method to reduce 
temperature does seem to be the encouragement of 
evaporation of amfiaal sw eat at all costs 

While domg my Nanonal Service I vvas for a short time 
mvolved m the medical care of British Forces m the Jordan 
port of Akaba on the Red Sea A relauvelv unacchmati'ed 
airman suddenly collapsed serm-conscaous and delinous on 
the beach wath heatstroke He was immediatelv sponged all 
over wath what must have been warm water from available 
water-bottles, and his colleagues and mv R>A M C orderhes 
fanned bun vigorously wath their tow els to create a reasonably 
good air current He was then moved by stretcher vebicde 
about a mile to a small Armv Hospital where we had faohnes 
by courtesy of the Jordan Arab Army Durmg the journey 
the spongmg was contmued and, of course, the air current 
supplied by the movement of the vehicle Once m hospital it 
wras possible to contmue treatment more vagorously with a 
small electnc fan and recovery, though slow, was thereafter 
uneventful 

Edinburgh A G M CAMPBELL 

PERITONEAL DIALYSIS 
IN SALICYLATE INTOXICATION 
Sir,—D r Elhott and Dr Cnchton (Oct 15) described 
the use of peritoneal dialysis m human sahcylate intoxica¬ 
tion, much as Ettledorf et al used it m the dog The 
differences m the soluaons account for the difference in 
the amount dialvsed Ettledorf et al, usmg alburmn as a 
dialysmg fluid, succeeded in their best experiment m 
removing 19% of the sahcylate dose Dr Elhott and Dr 
Cnchton pomt out “ m retrospect we had hoped to wash 
out sahcylates by dialysis but we behev e we accomphshed 
more by providing available base as a v ehicle for enhance¬ 
ment of re n a l excretion of conjugated glycuronide ” 

We felt there is no need for an extra dialyser if the 


^ tested 20'adult white males and 20 patient’s own dialyser (the kidney) could be exploited to 
a newly opened bottle of potassium cyamde its maximum ^ 


non 0^^ each ses, 16 subjects reponed an odour, but few 
non-t^cal persons recognised it.' 

s««ns evident that a substantial propomoa of a 

characteristic 

.--- Howe found it wise to have a suitable assistant 

I 1953. 171.693 


,p 262, 

if—--*. * Aj na p 325 


P 37. 


In e^enments on. rabbits and dogs we used txis (hydroxv- 
methvl) ai^i>methane (tham) (Abbott) by infusion to 
promote salicvlate excretion This buffer alkahmses urme and 
mcreases urme output. It has been used m the treatment of 
^pimtoryaatoisii Ina7kg dog given 1875 mg ofsSaS 
mvCblood-level 59 mg per 100 ml), al excretion If 
1232 mg of sahcvlate in the urme was mduced by an mtra- 

9 Sachs W ihd p 338 ” -- 

1 M.KapIai, S ShcSdd J A. y ft,, „ 
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venous infusion of tkam, md the scrum-sahejhte fell to 
29 mg per 100 ml m four hours The same ammal, given 
another 1875 mg ofsalicjiatc intravenously, put out 198 mg of 
sahcvlate m the urine m four hours on a hetate-sahne intra¬ 
venous mfusion, reducing the plasma salicjlate from 55 to 41 
mg per 100 ml This material is apparently non-to\tc to 
humans and we intend to earn out climcal trials in salicvlate 
intoMcation 


Chnical In^cstipanon Umr, 
Children s Hospital of Winnipeg 


SIDNEY Israels 
Harold Davies 


LECTURES IN HiEMATOLOGY 

Sir,—Y our review (Nov 5) of Lectures on Hrcmatologv 
states that tlie potenual reader could “ buy a whole 
textbook of ha,matology'j contaimng nearlv' everytlung 
in tlus volume and a lot more, for ratlier less ” In justice 
to the contributing lecturers I feel compelled, as editor 
of the V olume in question, to point out that tlus statement 
IS specifically untrue The bulk of the material appearing 
in the lectures is not j et av ailable m any current general 
haimatological text with vvluch I am familiar, certainly 
not in the texts of Wlutbv and Britton, Wintrobe, 
de Gruch}, Sturgis, Bernard and Bessis, Storu, Heilmcver 
and Begcmann, or Leavell and Thorup, and most of these 
works are, in anv case, substanuallv more expensiv c 
You go on to sav that none of the illustrations in 
Lcctuus on Htcinatology are really necessary Tlus is a 
surprising comment since most of the line diagrams and 
half-tone plates serv'e either to replace, more clearly and 
economicallj, alternativ'c detailed vvTittcn descriptions, or 
to provide nccessarj illustrations of arguments put 
forvv ard in the text 

F G J Havhoe 


EFFECT or ANDROGENS ON NUCLEI OF 
NEUTROPHIL LEUCOCITES 
Sir,—W hen studj ing the influence of sex hormones on 
the incidence of the different sex-chromaun forms in 
leucocvtcs,^ we found tiiat after ten days of androgen 

treatment, the fre- 
quenej of C forms, 
w hich usuallv num¬ 
ber about 2-3”o m 
infantile male rats, 
reached 12”o, a value 
characteristic of the 
mature male The 
incidence of forms A 
, (drumsuck) and B 
’ was not affcacd bv 
- the administration of 
androgens ’ This finding and the changes of the sex- 
chromatin pattern seen after castration ^ led us to the 
conclusion that the mcidcnce of the so-called pscudoforms 
was closclv related to maturation—ic, to an androgen 
effect 

\ftcr rcpvating and extending our cx-pcrimcnts, vve have now 
established that after a long period of androgen treatment the 
nuclear configuration of certain leucoevtes also shows a charac¬ 
teristic change, in addition to the increased number of the 
pseudoforms C (small clubs rackets) 

The most conspicuous alteration is a focal condensation of 
the nuclear substance showing increased basophilia, which is 
clearlv visible in smears stained with a Giemsa solution 'see 
figure) There are usuallv several round or ovoid condensations 

1 I-l! C /Milov IS S \'c''ce C I'■J t-ir ' <■ in t*--r ess' 

'■ Pf'i ' O C-0 

3 /s Ikova s S . MC-i, C JeS,,, C - --r Lc-J 19 oa Isa i;39 



in the nuclear substance, giv mg an indented appearance to 
the nuclear surface, resembling a blackbcrr) or a bunch of 
grapes These * blackberrj forms were later found not onl) 
m male animals but also m female rats treated witli androgen 
and also m three female patients receiving intensive androgen 
treatment for mammarv carcinoma 
Since tlicse “ blackbcrrj ” forms could not be obsened after 
treating rats of either sex with cestrogen, progesterone, or 
cholesterol, we believe that thc> mav be regarded as a morpho¬ 
logical sign of an increased androgen lev cl 


Department of P'llholog^, 
Medical Unucrsitj, 
Pic5, Hungary 


Ch M^hes 
St Zsifrovits 
C JOBST 


NEPHROPATHY DURING PHENINDIONE THERAPY 


Sir,—T oxic effects due to phcnindionc used for short¬ 
term or long-term anUcoagulant thcrapj are rare The 
commonest forms are fever, rasii, and agranulocytosis 
Jaundice has also been reported,' - and so has prolonged 
and severe diarrhoea w itli stcatorrhoea ’ A ease of agranulo- 
cytosis complicated by proteinuria and uremia was 
described by Kirkeby '* Most reports of renal damage 
have been in the nature of hints, such as tlie case of 
Kirkeby, but two further cases hav e been recorded" ‘ 

The first of these was a case of dermatitis, hepatitis, and 
nephntts during phcnindione therapj The renal features were 
albuminuria and granular casts with red and vvhite cells in the 
urine 

Barritt and Jordan ' describe a fatalitj during treatment of 
pulmonary embolism with phcnindionc Renal tubular 
necrosis was assumed to be due to the anticoagulant drug 
Fever and diarrhoea were present, with oliguria, anuria, and 
raised blood-urea Necropsy showed extensive tubular 
necrosis 


The following example of diarrhoea and nephrotic sjn- 
dromc arose during “ long-term anticoagulant thcrap) ” 
with phcnindionc 

In 1959 a professional man of 59, previouslj of good huiltli, 
had a mvocardial infarct, for wluch he was treated with 
phcnindionc Treatment was continued after the first month 
in doses sufficient to keep the prothrombin at a ' therapeutic 
lev el ’’ The dose av craged 50 mg to 75 mg per da\ The 
patient had 6 weeks’ holidaj after convalescence During the 
last 3 weeks he had severe diarrhaa, which did not respond to 
anj remedj He continued to take his phenindione 

After 2 weeks of diarrhaa his legs began to swell, and 
became progressivelj worse The hands were involved to a 
less extent At this stage he was admitted to hospital Massive 
oedema of legs and thighs w as present w ith ascites and bilateral 
pleural effusions at the bases No rise in venous pressure was 
present The heart was clinicallj normal, blood pressure 
140/80 mm Hg There were no retinal changes The iinnc 
was loaded with albumin and contained livalinc casts The 
serum-cIcctroI>tcs were normal, tlie blood-urea was 52 mg per 
100 ml and scrum-cholesterol 200 mg per 100 ml ITie 
peripheral blood-picture was normal The stools contained 
no pathogens or occult blood, and their fat conient was normal 

The diarrhoea was regarded as due to phenindione, and the 
drug was immcdiateh slopped The dnrrliaa lessened, and 
ceased after 4 davs None of the loiown causes was found tor 
the "nephrotic sjndrome’, and it was stronglv susp-eie 
that tlus was also due to phenindione 

Treatment with prednisone 30 me a dav resulted in a 
gradual diuresis and general improvLment Hi r'v 
effusions and asciies absorbed ind ibe legs were ^ 
adema in 1 weels The scrum albumin level improved 
the albuminuria persisted in v ar ing but consider ibl-qa m 
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The pauent has continued in good general health on con¬ 
tinuous prednisone therapy m smaller dosage This was 
etaduallv reduced to as httle as 5 mg a day for 5 days a week, 

Lt this resulted m svielhng of the feet once more Between 
5 and 10 mg daily seems to be sufficient for control, but has 
had no appreciable effect on the albummuna The patient is 
now full 5 employed, and feels well m every way 

The 3 weeks’ uncontrollable diarrhoea ceased within a 
few days of stoppmg phemndione It is reasonably clear 
that this feature was due to the drug, and was similar to 
that described by Juel-Jensen It seems reasonable also 
to blame the drug for the nephropathy Renal damage has 
been descnbed previously durmg administration of 
phemndione Observauon of the pauent for 10 months 
has revealed none of the usual causes of the nephrouc 
syndrome For this to arise from some other cause durmg 
the period of a recogmsed toxic feature (diarrhma) seems 
unlikely comcidence The evidence for renal damage dis¬ 
appeared after stoppmg the drug m Brooks and Calleja’s 
pauent Recovery might have occurred m this case had the 
drug been stopped at the first sign of toxicity It seems 
that persisung with the drug durmg the period of diar- 
rhffia led to permanent renal damage 
Other anUcoagulants have been used less extensively 
perhaps, but so far do not seem to have been responsible 
for such grave toxic effects It seems desirable to use one 
of the alternauve preparauons, or to keep a close eye on 
the unne for albumm durmg phemndione therapy 
D.wsbm^G««alHosp.ud, GODFREY B TaIT 

TYPE-14 ECHO VIRUS AND INFANTILE 
GASTROENTERITIS 

Sir, —In July, 1959, three babies m a nursery had 
gastroenterius with bloody stools From rectal swabs 13 
strams of Echo virus type 14 were isolated m the three 
children and m twenty contacts This virus has 
occasionally been isolated m sporadic mfanule diarrhoea,’ 
but here it was epidemic Such an epidemic, but due to 
Echo virus type 18, was recorded m premature babies 
m 1958 2 

On July 19, two infants, 9 and 14 months old, suddenly 
developed symptoms of gastroenterius with fever, dehydrauon, 
bloodj stools The same syndrome appeared 48 hours 
laKr in a third child of 16 months All three recovered after 
rehjdiation m 5 to 8 days Stool cultures showed no patho¬ 
genic bacteria no shigella, no salmonella, or any of the sero- 
ogical types of Escherichia coli usually isolated m mfanule 
E^troenterins Inoculauon of rectal swabs on primary cultures 
0 monxej-kidney cells from Cyiiocephahis babuin mduced the 
cytopathogemc effect of enteroiiruses The three strams did 
^ Suwi, at first passage, on primary human ammotic cells 
showed no effect on kb cells They were not pathogemc 
lot suckling mice 

neutraUsed by an anuserum prepared in rabbits 
® " reference stram of Echo virus type 14 There was 

Echo anusera 1-13 kmdly supplied by 
uie Nauonal Foundauon for Infanule Paralysis 

swabs 10 other strams of Echo virus type 14 were 
Amnnn twenty children livmg m the same nursery 
mfertin ® "°°’'^rners two showed serological evidence of 
stationn^ „ srmptoms or signs except for a 

Th ^ "®*Sht for three or four w eeks 
npiiTroi three pauents were challenged by sero- 

of them^h'aT 100 T c D „ of Echo virus type 14 Two 

connlMr» ^ significant nse m anubodv between acute and 

Paumt ® The third 

- eloped no anu bodies, the virus was present in the 

19.8 IBMSM ^ ^ Hartman A P J 


feces for at least three weeks, after which the child could no 
longer be followed 

Seven of the ten healthy carriers, studied at different umes, 
had neutralismg anubodies m their sera 

This survey shows that Echo virus ty'pe 14 can be 
highly contagious m a nursery Infection by this virus 
may be mamfested m infants by gastroenteritis 

P Lepine 

J Samaille 
J Maurin 
O Dubois 
M C Carre 


Institut Pasteur, Pans 


Insutut Pasteur, Lille 

GONADAL DYSGENESIS (TURNER’S SYNDROME) 
WTH MALE PHENOTYPE AND 
XO CHROMOSOMAL CONSTITUTION 
Sir,—I t is a pity that Dr Bloise and his colleagues 
(Nov 12) described their patient under the primary 
heading of Turner’s syndrome This was originally 
descnbed in females and embodies various characterisuc 
clinical features When the XO chromosomal consutu- 
tion was demonstrated m 1959 by Ford and his colleagues, 
they emphasised again that the patients were female but 
had an abnormal genotype 

Dr Bloise’s patient has a male phenotype and apparently 
none of the chnical features of Turner’s symdrome The 
diagnosis seems to rest entirely on the XO chromosomal 
constitution If, as this case suggests, there may be other 
syndromes associated with an XO constitution, would it 
not prevent future confusion to reserve the diagnosis of 
Turner’s syndrome for females who show the chmcal 
features of it ’ 

Cambridge LAURENCE AIARTIN 

CHILD’S OVERHEAD FRAME 
Sir,—^T he accompanying illustration shows an over¬ 
head frame for the treatment of fractures of the shaft of 
the femur, and of bums of the buttock, by the gaUows 
method in children below the age of five This frame can 




be adapted to suit any size of child’s cot There are no 
protmding nuts and bolts to be undone by other children 
in the ward, and the frame can be erected in a matter of 
minutes by the nurse The screws are countersunk, are 
not amenable to damage, and cannot be undone without 
the use of the special key provided 

London Splint Co , 69 , 
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London S E1 
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POSTPARIUM PUE-ECLAMPSIA 
Sir,—I hnvc read Mr 1 htobald’s. letter m your issue 
of Nov 19 The homocostntic changes characteristic of 
to\xmm nlTcct the solvent (water) and the electrolyte 
(sothum) The evidence 1 have already adduced incrimi¬ 
nates a predominant mechanism in their production—a 
diversion of the renal circulation causing ischn.mia of the 
cortc\ An action of the tubules brought about by 
hormonal mfluLnccs cannot be held primarily responsible 
for these changes' 

The obstetrician must not be beguiled into believing 
that tox'cinia is anything but a single entity by the fact 
that pregnancy can occur in association with acute or 
chronic glomerular nephritis, nephrosis, essential hyper¬ 
tension, phieochromocytoma, beriberi, cerebral Inemor- 
rhage, or any other incidental and recognisable disease 

WortiiiiiB John SointiAN 


A MASSIVE OVARIAN CVST 


Sir,—I n a competitive spiiit, I should like to report 
an enormous ovarian cyst It may be surpassed m weight 
alone, but I shall be surprised if it can be beaten ns regards 
the ratio of weight to body-weight 
A 1 ijian woman, aged 32, was admitted to this surgical 
unit in July, 1959 Since the birth 
of twins 2 years before she had 
noticed a symptomlcss lower abdo¬ 
minal swelling, wliieh had enlarged 
at a uniform rate until 3 months 
before admission to hospital It had 
then growai more quickly, becoming 
associated with malaise and dis¬ 
comfort from the increased weight 
and sire (sec figure) The p itient’s 
weight was 250 lb 
An oearian cjst was the obvious 
diagnosis, but the appearance was 
not niucli dilTercnt from the massive 
leiomyoma reported by Clmton- 
TJionins • An intravenous pyclo- 
gram was therefore arranged, but, 
as the renal outlines could not be 
demonstrated on the preliminary 
plain film, the cNaniination was 
abandoned (Dr 11 F Knowles) 

At operation through an incision 
running from the xiplustcrnum to 
the sempli>s(s pubis, a way into liic 
peritoneal cavity was found just 
below the xiphistcrnum, and the 
abdomen was opened throufh ns 
length Ihcre were adhesions— 
some quite ihici—between the tyst 
and the panctes When these were divided eircfullj, the 
massive evst was traced down to the left fallopian tube, the 
pcdielc being about 2 in wide After removal of the cyst a 
super ibundance of abdominal w ill rcmiined After dissection 
well bad ofl the reeti, a large amount of si in vv is excised, and 
the reeti were then overlapped complctelj throughout 
their length 1 his tightened up the abdominal w ill fairly 
well 

Postoperative progre s was uneveniful, the patient's general 
condition improved, and her weight after operation was 
103 lb—indicating that the cyst wciflied about 117 lb As nn 
outpatient a montli later her weight was lOn lb 

I he histopathological report (Dr Ai I Gosden) read 
" I ibroiis tissue wall lined with a single laver of cuboidal 
cplthchiim Ihcre is no evidence of malignant change" 
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When seen m May, 1960, the patient’s weight was 130 lb, 
and she felt particularly well The abdominal wall had 
tightened up appreciably altliough tlicrc was still some slack 
skin 

This case shows the harmful effect of pressure alone, ns 
Indicated by the calculated weight-loss The precise 
explanation is uncertain, although presumably pressure 
on vital organs—tlioracic and abdominal—played nn 
Important part 

I wish to thank Dr P W Dill Russell, c a n, director of medical 
services for rijl, for permission to publish this case report 

Lautokfl Zroip[(sl, • 

J M lorn MAN 


LOCAN PESSARIES IN THE TREATMENT OP 
TRICIIOMONAL VAGINITIS 
Sir,—C ertain points in the interesting paper by Dr 
Eckcrslcy and his colleagues (Sept 3) deserve comment For 
example, that anything less than two ‘ Locan ’ pessaries 
in 24 hours would not be expected to be cflcctivc ’ When 
this was given, their results with locan were identical with 
those obtaincci with the control, acctarsol It is inferred 
that acctarsol is much less toxic than locan, but how far 
IS this from the truth ? In the past few years many reports 
of serious toxic effects of acctarsol pessaries hnvc appeared, 
these include frequent vomiting, purpura and other rashes, 
encephalopathy, and unconsciousness, in addition to one 
fatal poisoning One cannot avoid the conclusion tint 
acctarsol is such a toxic substance compared with any of 
those in locan that its use should be avoided when another 
equally or more effective preparation is available which 
docs not cause such dangerous complications In spite of 
this, they recommend that locan should not be used on 
the grounds of sensitisation and reaction 
1 his view was supported by Dr Scott-Gray (Sept 17), who 
quoted her colleague, Dr Marjorie Murrell" With reasonable 
results from any drug, we cnmiot hope to get away from 
personal preferences m its use The evidence for the vidc- 
cffccts referred to by your contributors wav not supported by 
our own observations In Murrell’s short scries, 3 caves of 
eczema of the vulva were encountered, but there was no 
evidence that this was due to sensitisation to any of the in¬ 
gredients of locan, local nniesthetic or other In a case 
of our own, tlnrc was at first discomfort but treatment was 
persisted in and as the lesion improved, this initial cifcct dis¬ 
appeared In Dr Eckerslcy’s senes, there seems to Invc been 
1 true case of allergic sensitisation, in the remaining 4, trcsi 
ment was stopped immediately Only the first of the 5 esses 
had a rash, suggesting true allergy, but the application of locil 
nnrcsthctics to other mucous membranes, such as the eye, can 
cause initial discomfort until the surface is anicstlictlscd 

Like ours, theirs was a sstisfictory trial, and the fact that the 
time and frequency of relapses were the same for each pre 
paration, shows that the population treated was similar in 
each instance 

Tlic paper by Dr Fckcrslcy and his colleagues supports 
recent symposia and the paper by Catterall and Nichol 
which hnvc emphasised the need to treat liotli partners ll 
relapse is to be avoided It may well be that the results from 
treatment with locan and acctarsol arc the maximum that can 

be obtained until this cm be ichicved 

Owing to improved formulation the activity In locan again! 
trichomonas and other pathogens has recently been >ncrcascu 
by a factor of 10 without any increuc in the nmoums ol^c 
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aca\ e mgredient, which should reduce the time of exposure 
necesscrv to the allegedlv sensiasing chermcalSj or enable a 
reducnon m their amount 

Although we cannot agree with the conclusions drawn^ 
we are glad that they have been contradicted by the data 
quoted m the body of the paper which so well support the 
effiaencv of locan treatment 


Departmsnts of 
Fliina-co^ogy and Bac^cnology, 
Su Mary’s Hospital Mescal Schcxjl, 
London 


H C StEIV 4RT 
W Howard Hughes 


TREATMENT OF TENSION PNEUMOTHORAX 
SiRj—The immediate treatment of tension pneumo¬ 
thorax seems still to be widelv misunderstood bi those 
who see this condmon m its early stages The necessitt 
for contmuous pleural decompression is appreciated but 
the method commonlv used to achieve this is meffiaent 
and dangerous An emergencv not infrequentli seen by 
the thoraac surgeon is the paaent, bloated with surgichl 
emphysema and gaspmg for breathj with that anachromsm 
“ the mdwelhng needle ” danglmg uselessly from his 
chest. Any needle from lumbar puncture to French’s 
transfusion seems to be used All, e\ en mcluding Foster- 
Carter’s which was designed for the purpose, are meffi¬ 
aent, uncomfortable, and dangerous 
The objecuoiis to the use of a needle are threefold 
(1) 'SHiatever its size, bv its verv nature, a needle cannot be 
big enough to cojie with the large volumes of air conung from a 
major leak. The insertion of a needle brings immediate, but 
temporarv, rehef Air however, cannot escape fast enough, 
pressures agam rise, and air is forced mto the tissues along the 
needle track. Soon the whole apparatus is doated out of the 
pleura mto the chest wall as the skm lifts on a nsrng nde of 
, surgical emphvsema. Decompression ceases and the tension 
[ pneumothorax is re-estabhshed 

i (2) \5Tiether the pomt is sharp or blunt the rigid needle mav 
I puncture the lung as it expands—^particularly the fragile tissue 
, of bullous emphvsema 

‘ , ® needle c ann ot be fixed satisfactorily mto the chest. 

' Adhesive tape, corks, perforated bottle caps, or plastic shields 
I some of the favourite methods None is secure or comfort¬ 
able 


I The only safe way to decompress the pleural space is 
through a rubber catheter about size 10 Jaques inserted, 
, '^wiallv, m the second mtercostal space antenorlv The 
I ^schiuque is simple provided that the position for the 
raffieter is checked by the preliminary aspiration of air 
I The tube is inserted through a stab wound with the aid 
, of a trocar and cannula A generous length is passed mto 
the space, the catheter is attached to the skm and is then 
j connected to an underwater seal Such a tube will carry 
/ off large volumes of air, cannot shp out, will not damage 
f the lung, and by its flexibihty permits the panent to be 
I moved m comfort A si milar tube ran be used m an infant 
suffenng from a staphylococcal tension pt opneumo- 
thorax. 


, I do not apologise for labouring a pomt that may b( 
I amihar to many There are still too many patients whos( 
I hies are jeopardised and whose treatment is unnecessanli 
I Prolonged bv the use ofthese meffiaent methods 
j Tension pneumothorax is us uall y a simple mechamca 
problem which will respond to the apphcanon of simph 
mechanical prmaples The apparatus necessarv for thi 
' “i^snion of an mtercostal catheter should be part of thi 


Standard equipment on e\ erj medical ward 
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JAMES BURNETT RAE 

MB Aberd 

Dr Burnett Rae, who died on Oct. 31 at the age of 80, 
was for manv years vice-chairman of the Churches 
Council of Heahng, which, wrth the late Archbishop 
Temple, he helped to found A few days before he died 
he was elected vice-president of the Council 

He was bom m Edmburgh, but his father, the late John 
Rae, 1 P , was an Aberdoman, and he was educatea m Aberdeen 
He graduated m b m 1902, but after postgraauate studies m 
theology at Nesy College, Edmburgn, he spent sey eral y ears as 
assistant minister at Sefton Park Fresbvienan Church Liver¬ 
pool Against this background, his seryice with the R A M C 
durmg the 1914-18 yvar not urmaturallv led him to share m the 
pioneer work on the treatment of ftincnonal and nen ous dis¬ 
orders He became consulnng psychotherapist to Queen 
Alexandra’s Hospital, Millbank, and medical officer m cnarge 
of the psvchotherapv department at the Cambndge Hospital, 
Aldershot 

After the war he contmued to work m this new speaalu, 
and he was a member of the Stas' of the Croy don General 
Hospital and the Institute for the Saentific Treatment of 
D elin quency He also lectured for the Xanonal Assoaa- 
Qon for Mental Health But his mterest m pastoral 
therapv tvas the centre of his practice, and of this side of 
his life EEC writes 

“Burnett Rae yvas a superb example of a man who practised 
what he preached Not that be preached often, though he yvas 
alwavs yvilimg to occupv a pulpit on such occasions as Hos¬ 
pital Sundav St Luke’s dav or a senes of addresses on health 
and faith He beheved that .Medicme and the Cnurch have 
complemeniarv tasks, and he stroye to help Medicme to reahse 
that Its work yvas mcomplete if the spintual factor was omitted 
m treatment He yvas alwavs open to beheve that God yyould 
and did miervene m the course of illness So much he used to 
sav, occurs which we cannot explam, let us therefore rejoice 
when a panent learns the vital secret of faith and his illness 
clears up He hims elf once had a spot on the lung which he 
firmly belieyed resoUed through prayer and his own faith 
He behoved that when he was examinmg his patients he was m 
fact ‘ lavmg on hands ’—such was his approach He was a 
yvonderfiil raconteur and always had a fund of apt illustrations 
He yvas also a good hstencr, and manv found that just to talk 
to him did them good A dear lovmg friend and trulv a 
‘ beloved phvsiaan ’ ’ 


Appointments 


Bou^nd K. M.B N UJ D CH. assistant n oj 3 St. Helens, 

Lancashire. 

Constable, F L S-SCJDurh ccnsulant bafreno’ogis* Roval Mtro-ia 

Infirmary NewcasJe upon T\'ne. 

Hcghes, J T M.B.M 2 nc. m r d cj> assistant neuropauho^cgis 
(s-HJki o) R-dcli2’e Inhrmar> Oxford. 

Ork j M B M.B as istant m om and school s o , Ipswich 

Pearson Veronica a .b Cantab d obst d ch assis^antMo H-liLx. 

WooDMANSTi A. C. AtJ5 Leeds, aij^cp dj».m d ch consu2..jat m 
ciuld ps\ch.-tr Sheffield Rcsioaal Hospital Board and Uni ed 
Sheffield Hospitals 

Leeds Regional Hospital Board 

David J D P mj> VTales consultant in genames Pontefract 
and Wakefield area hospitals 

Eliett Broaa’n Harold bj.i Oxon dj> \ consultant ps>-chiatns and 
depu^ phA'sician supenn endent De L Po’e Hospital Wnlerb 

Hamilton Margarit G a. 3 Belf o in paJio og\ Harrocc e 

area hosp c!s 

L_aa ONT S M.B FJ.A R-CS D-A Consultant in anaesJi*tics Leeds area 
hospitals 

Neva COMBE, John a 3 Load. dj> a consultant m psj chia ry* and medical 
supenn erden lo'k g-ojp of mental-deSaencv ho-sp .als 
Colonial 'Appointments 

Blactlauan \icroR A 13 Lend D3.H., d cp speciaLst (clinical p-d:o- 
logist' U?^da 

DOS Santos, W a a^ Cant.-b., di?3Act goAemm*n b-c'er*o^ogis* 
and pa Jio^ogis B_badcs 

GcAtMELL, ^ R Ai3 Gl..sg D..AI.S BechuanaLnd 

S ANSO A.C J F., A ^ Lc-^d Ai O B S 

Stevenson Majde, sin Belf., d ch. a..o B_hamas 
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SUPPLEAIENTARY ESTIMATES 

The supplementary esumnte for the Nauonal Health Servace 
an the current fimncnl jear* shows an ancrease for England, 
Wales, and Scotland of £42,900,000, brmging the total net cost 
to £626,400,000 Of this, £41 million is needed to meet the 
increased remuneration for doctors recommended by the Roj al 
Commission £24 nullion is to cover arrears, and the balance 
of £17 million represents the cost of a j car’s increments 

DIETITIANS 

The Ministry of Health, in conjunction with King Edward’s 
Hospital Fund for Londonj has lately surveyed the work of 
dietitians Suggestions for the more effective use of their 
specialised knowledge arc contained in a memorandum’ from 
the Ministrj 

The dietitian should be relieved of unskilled work in order that 
she may act more as an adviser and instructor Her duties should 
include drawing up diet sheets, calculating individual inpatient diets, 
compiling therapeutic diets with the catering officer, providing 
recipes for special dishes, training diet cooks, interviewing and 
instructing patients in wards and discussing patients’ dietaries with 
ward sisters, advising catering officers on the nutritive value and 
suitabihtj of menus, adv ising outpatients, assisting in teaching nurses 
and others, and performing any dietary surveys requested by the 
medical staff Light, vegetarian, religiously determined, and some 
gastric diets do not need direct supervision by the dietitian, though 
she can assist in their planning Menu planning by dietitians for the 
mam catering in hospitals not only ensures that the dietary is appro¬ 
priate but results in less work, as requests for special diets arc fewer 
and use can be made of food from the mam kitchen for therapeutic 
diets 

The present shortage of dietitians may make it necessary to employ 
one dietitian for a group of hospitals The Ministry regards this, 
not as a temporary evpcdient, but as a logical development 

ORTHOPAIDICS AT OXFORD 

Professor Tructa last December set himself what must have 
proved a satisfying task—that of reviewing orthopaidics at 
0\ford up to the end of his first ten y cars as Nuffield professor * 

The first holder of this chair was G R Girdlestone, one of 
the band of men who became disciples of Sir Robert Jones 
before, during, and just after the first world war It was 
Girdlestone who founded a regional orthopaidic service at 
Oxford on the basis of a central hospital (the original “ Wing¬ 
field ") with peripheral clinics in the neighbouring towns, and 
tins scheme has been a model for orthopaidic services elsewhere 
in the country Tlirough his friendship with Lord Nuffield, 
he established what came to be knovvai as the Wingficld-Morris 
Orthopaidic Hospital with all its ancillary services devoted to 
the treatment, rehabilitation, and education of long-stay 
ortliopaidic patients 

Girdlestone was succeeded as Nuffield professor m 1940 by 
H J Seddon, who brought increased renowm to Oxford 
orthopxdics in his work, particularly on peripheral nerve 
injuries and poliomvchtis In the few years after the war before 
he became director at the Royal National OrthopTdicHospital, 
surgeons from abroad had already become eager to work with 
him at tlie Wingfield-Moms 

In 1049 he was followed by Professor Tructa, under whose 
guidance the importance of research, not only in itself but as 
an integral part of the trainmg of cv cry orthopaidic surgeon, 
has been given new impetus With further help from Lord 
Nuffield, a great new building has appeared which houses the 
outpatient department, records office, radiological department, 
and Icaurc hall as well as tlic research laboratories and offices 
of the univcrsirv depanment proper Yet another baptism was 
called for, and the old Wingfield-Moms with the new buildings 
and extensions has become the Nuffield Orthopadic Centre 

1 loso 61 Se""lc~crU", I! mule Ovil Eiti-rjin H XJ S a Itmc-y 
OE c leto Pp o 
; Ss- Lu- r Srpl IT I9«0 p 636 

A Lee u*c'd-Iivc cd bv Pres J Tn.- a ot tb- Nunicld O-thopsdic Cer e 
OxSc d on Dec 3, 1959 


Among Professor Tructa’s intercsung ideas for the future is 
that the Nuffield centre should be placed officially “at the 
disposal of the orthopaidic specialists of the whole region, from 
consultants to junior staff ’’ The consultants at the periphery 
should have opportunities at the centre, including charge of 
beds where tliey can study their cases of special interest wath 
nil the research facilities at their disposal and vvitliout the hurry 
and anxiety of overloaded dmics and emergenev interruptions 
The difficulty of obtaimng jumor staff in regional hospitals 
can, Professor Trueta tlunks, be mitigated by a system of 
exchange for part of their time of service between those working 
in the periphery and the tramccs at the centre itself Only by 
increasing the attraaivcncss of such appointments in this way 
can vve hope to stimulate tlie best men to enter on the long climb 
to surgical consultancy and rev erse our increasing dependence 
on foreign aid to fill the junior posts in non-teaching hospitals 

MANCHESTER MEDICAL GAZETTE 

The Manchester University Medical School Gazette has 
marked the 62nd year of its existence by a change of title, its 
new name reflects its increasing circulation among graduates 
In the first issue of the Manchester Medical Gazette,' devoted 
mainly to education, Dr J R Ellis writes on “preparation 
for medicine as a profession" (an abridged version of his 
Wood Jones lecture, extracts from which we published in our 
issue of Nov 12), Dr R F L Logan on “ general practice 
tomorrow’’, and Mr A R Anscombe on “ clinical teaching ", 
and a thoughtful critique of the prcclinical course is contn 
buted by a medical student 

If the high standard of the first number is maintained, the 
Gazette will undoubtedly fulfil us aim of interesting Man¬ 
chester students and graduates, and all the medical men prae- 
tismg in Manchester 


University of Cambridge 

On Nov 12 the degree of M b was conferred on R H C 
Vaux 


University of Leeds 

On May 18 the honorary degree of D sc will be conferred 
on Prof C H G Macafee 


University of Aberdeen 

Dr Mary Scott has been appomted to a lectureship in 
physiology 


University of Wales 

At recent examinations for the DTCD the following were 
successful 

Aftab Ahmed, I O W Ana Awa, Ghalam Aaam pottdhury. 

Ghosh Dastidar, Chelliah Kulanayafram, Mankavil KoviUcctil Karunalari 
Mcnon. T\othma{?aratn Thimmar3>a Chcit> Ramalinpam 


Royal College of Surgeons of England 

On Dec 7, at 2 30 p M, at tlie college, Lincoln’s Inn Fields, 
W C 2, Sir Stanford Cade will give a Bradshaw lecture Hc 
will speak on Malignant Melanoma On Dec 8, at 5 PM , Mr 

H J Seddon will give a Robert Jones lecture His subject will 
be the Manchester Ship Canal and tlie Colonial Fronucr 


Royal Faculty of Physicians and Surgeons of Glasgow 
At a meeting of the Faculty on Nov 7, the following officers 


i.re elected . 

President, Dr J H Wright, visitor, Prof C F W 
in Secretary, Dr Gavin B Sha«, hon Treasurer, Mr K « 
light! hon Librarian, Dr A L Goodall, representame oa the 
encral Medical Council, Prof D T Cappcll, 
c General Dental Council, Prof W Malcolm Gib o"- ‘ j 

r G I Aithen, Dr W Tcrgu'on Anderson, , 

naics, Mr Thomas Gib'on, Dr A D Telford Gosern 
Symington, Dr T J Thomson 

Mohamed Abdel Kadcr Mansour was admitted as “ ^ , 

■ Facultv qua surgeon The Macewen medal wav avardca 
Dr I W 3oung 


Ate, MrJ, it G=.I<<C ^oI 40 ro 1 .i’/'seJ)-'', 

E S Rotct a Sc OhMi-a’il- f o~i the Mr-i al, 

Xln 'inter 13 Anrual lubi tinjcm lot t- 



VOTE-MBER 26, 1960 


VOTES AVD NEWS 


THE LAKCET 1203 


tjiuversitv of London 

The following have passed the final examination for the 
>,'-8 , B s 

—G M er (6 J), St. BartiioIoinevr*s D J Gallon (6)^ 
Ln.Ttrs:Tr College Slargaret L Jones (d), St. 7»l£r>'*s H Lee (c,^), 
Kjiig s College P H Millard (J),Lnivemt> College JeniuierP Peebles (e). 
Gay’s Hospital B A Sen*wiratne (i>) Uni\ersn CoUege 
(i) distmru*sii*d in medicine (c) distinguished in appLed piu.nn-coIcg\ 
^nd tn-raprcucs (d) distinguished in ^urgerv, (<) (Lstingui«hed in obncmcs 
and g-naecolcg^ 

— R. O ■\ddac, ^deo^e ■\demvi, F P ■\Qler, -^rdan. Andan M. F 
\nder*cn C. rvnoff, E N Amutage, P M Ashbj, Su,an Atherton 
1 - F J Atkins, B N B Jlantme, R. B B^er, J L Beecner, Audre J 
B^hh-m, XT H C Ber*v, ?»largarei L Birtwistle, R. G BLck Shirl* M 
BLciman, P D BUde R. H Blis’^ Soma G BoHon Shirle> n. Bond 
DandBooii J G B’^db’wke, C. L 'William B*^wn M D Burgess 

E**eh*n M. J Callis B J Camp H M Carpenter, I P Cast, B Wan Bun 
Chan John Chapman K. G A. Clark Jane M Qegg \ M Co^e, Headier J 
Ccl_ns, Pauline T Combe, Derek Co-less Do’XJthj K Cor , J C Craags 
Jenniier Craig Michael Cuilotv, J C Cumnuns D J W D-rb\, Margarc 
DanLon, G^edi Dames GJLan M D.a%nes, P B M Dams R S Dawkin% 
n- D Dean J M Dinham P G J Dobson I S Duff Duma Dutton 
J D Eddy D P Edmunds, D A Edwards R. W Eng^-nd, A W G 
£agl..h, P R. E-mis, C. B Everen Ann D Fairclouch, H M Fisher 
D J F-^hlock, R. A. Fom er, J V Fowles Jo>nna M Fraser S^anlev 
Fr-edm_n, Gilhan Freeman Seocstian Freudenberg Jill F\'Seld Gillian A. 
Gam*n J A Gar-od A R- Geach Penelope A Gethmg, Sheila M Girvan 
W Gould, PcTiaa A G’-een Patricia H L G-eenlaw J L Gnjgono 
PamJ- M HA.Eh, Jo^ce C. Hall*Tomkin, Jo<eplune E Hammond R G 
Having N F Harle-v R. I Ham on J C, Hasler, J D Ha cn I B Havter 
I B Hicks, G T HoUin gw c n h D A Hollis Alison M Holl<rvav P T 
Herder A S Homib^ow E R. Howrard D P M Howells Dand Hughes, 
C \ Hughes Jane E Hughes,! P Hughes M S Hughes D M Hunter, 
JeennaE Hun er J A Hunter P_melaJ Hunter, A C M. Inwdd, R. M. 
Jeffery K. A Johansen, hi L Jones, P A Jones, Wtn.f’'ed A Kane 
J H-Kiff A W KilroT Da’rdKing D P E Ksngsle%, Kwamenn K^ei- 
Memah, T R. X.aw«on D A Lee, Sheila J Lees Thomas Lehner, EvdUne 
3 VcCuIley, R. H Mackc^th, R. F M McKenzie, A C MacLean D R. 
^Uen^ W J McNeilH, K. M A Madgwick, M P Madigan E J B 
^lakin, B-ni Malek, EUine M M^phant, Eli Babajiva Mama Deirdre H 
MaJew G S Mamnez, Bndgett A Mason R. J Meco,, Jo.,.nna \iery, 
O M. Midu-el FeLatv A Milbum, M. H MiHward R D G Milner, 
Cal Moon John Moo’e, R. W hiem* L’^ula \ L Moms, J D 
Vemsen C W Mommer P 3 ^iudge, F G M Musleh J F O A I 
VuKaS^ T G Nash, H G ^a^lor M I M. Noble, I R. Norman, 
^largare A Nunan Ezekwe Oj.nmJi C N Pjune, Ann Pa-ker J B R. 
PariH Rcsem-r* C Pamng*cn, Sheila M. Pask, J P Patten, J F Peairon 
Jc:m Pearoa Heather Pell H G Peters A H Pickenng D A Pocod^ 
CJ F Pool, AE,Pran R.B Pnscott,EdwardP^oc*©* VajnPromatvcthi 
Jv<^e F Rans^ev, Jacqueline J Rees, J H K, Reeies D S Restall, 
w S R.ca_rd-cn Anne P Roberts J K Robson I C Roddic*. P J 
Sanderson, Thom-s Sherwood, Ann Simp on I P Slee, D H Snu^ 
latnck Snui P H Sonksen C J Spive% D J Stem A F S S ewart, 
H-J S Sudgen, D R- Sutherland D J M Ta\lo* G W Thomas, W H 
Tho^ R. G N Thomson, Sheila M Thwaites Angela R- Till Isobel 
Jc^kiss, F D Trevarthen Wendell T&ao P L H Vernon Harre> 
wagmaa, C J S Walter, G G Ward, R. J Warner P H Waterneld, 
^ \ WaJans C L W Webb Diana V A Whither M. M Wicks 
werdy E, Willuuns D G WiUits D P Win er, Margaret Woodford, 
Rosemary J Wool F ^L^o*mg Ting Chiu "iu. 

Roval College of Surgeons in Ireland 

On Nov 17 the fellovs’ship of the college was conferred on 
H. B Devlm, D G KeUv, and W J TwibUl 
College of General Practitioners 

At the annual general meeting of the college on Kov 19, 
Dr Annis Gflhe, chairman of council, said that more than 
6000 members and associates had jomed since its foundation— 
a^lv 700 durmg the past vear TTiere w ere now 35 faculties, 
25 m the Umted Kingdom and Eire, 4 in New Zealand, 1 m 
Kenva, and 5 m South Afnca where a South A&ican Council 
of the college was soon to be formed The special comminee, 
tinder Sir Harrv jepheott, had raised £345,000 m a few months 
G F Abercrombie was re-elected president. Sir Harry 
J^hcott was appomted an honorarv fellow Dr G L Hindson 
(hiorthumberland) was presented with the Butterworth gold 
medal for 1959-60 

Gene-al agreement was obtained to the proposed memo- 
randum and articles of association of the new meorporated 
college 

At a meetmg of the new council, held later. Dr Anms 
Gilhe was re-appomted chairman. Dr K M Foster, vice- 
chairoan. Dr H L Glvn Hughes, hon treasurer, and Dr 
J H Hunt hon secretary 

Dinner to Dr W N Pickles 

Mter the war the donors of TCensleydale met several nmes 
n the home of Dr PicDes m Avsgarth to discuss the proposed 

ealth service Out of those meetmgs grew the annual donors’ 
P^rty, usually held m late spiina to which each vear Dr Pickles 
mnted a guest speaker On On 22 Dr and Mrs PicUes were 
memselves the guests of all those whom thev had entertained 
■s’ ineir spring parties Durmg the diimer, which was held at 


Lev DU 


P'esentations were made to them both 


Clinical Aspects of Genetics 
The Royal College of Phvsinans of London hav e chosen this 
subject as the theme of their next conference, which will be 
held on March 17 and 18 It is pnmanlv arranged for feUowrs 
and members who are consultants in medione or pathology 
The speakers will include Dr J A Fraser Roberts, Dr J N 
Dalton, Dr Ehot Slater, Dr C O Carter, Dr C E Ford, Prof 
P E Polani, Dr W M Court Brown, Prof L S Penrose, Dr 
\faTco Fiaccaro, Prof C E Dent, Prof Harrv Hams, Dr Chades 
Burnett, Dr H Lehmann, Dr R B McConnell, Dr R. T C Pratt, 
and Dr C A Clarke Numbers mav have to be limited, and apph- 
canon should be made to the Registrar at the College, Pall Mall East, 
S 1, not later rEan Jan 23 The entrance fee is five gumeas, which 

should ro' be sent with the apphcation 

Congress of the International Diabetes Federation 
This congress will be held m Geneva &om July 10 to 14 
Pamculars may be had from the secretary general of the congress 
Dr Bernard Rilhet, 4, boulevard des Tranchees, Geneva, 
Switzerland 

International Federation of Gynscology and Obstetrics 
A world congress of this Federation will be held from 
Sept 3 to 9 m Vienna Further pamculars mav be had from 
the scientific secretary of the Federation, Dr V Grunberger, 
Alserstrasse 4, Vienna IX, Austria. 

Quaker Aledical Societv 

On Wednesday, Not 30, at 8 30 pm, at Friends House, 
Euston Road, London, N W 1 Dr Cuthbeit Dukes will give 
a Lister lecture His subject will be Dr John FothergiU 
(1712-1780) and his Aiedical Contemporanes 

Proctologica Latina Collegium 
An mtemaaonal meetmg of colon and anorectal surgery is to 
be held by this body from Aiay 18 to 20 m Tangier Further 
pamculars may be had from the general secretary of the col¬ 
legium, Dr G B E Simonem, 3, via S Raffaele, Milan, Italy 

International Congress for Microbiology 
This congress will be held at Montreal, finm Aug 19 to 25, 
1962 There will be five sections—structure and function, 
agncultural microbiology, mdustnal rmcrobiology, medical and 
veterinary microbiology, and virology Inquiries should be sent 
to Dr N E Gibbons, National Research Council, Ottawa 2, 

Canada 

Richard Kovacs Prize 

The first award of this prize has been made by the Royal 
Society of Aledicme to Dr P hili ppe Bauwens Dr Bauwens 
will receive the prize and dehver a lecture on Mav 10 
The prize, which has been esTabh>:hed bv Mrs Ina Kovacs m 
memory of her husband, the late Dr Richard Kovacs, is to be 
awarded tnennially for work m physical medicme 

British Diabetic Association 

On Oct 14-15 the medical and scientific section of rbiy 
Assoaanon met m Glasgow The first day was devoted to a 
colloquium on prediabetes, mcludmg 14 papers One suggestion 
made was a trial of the svuphonvlureas m human prediabetes, 
and the committee of the secaon is now plannmg such a mal 
On the second dav there was a paper and discussion on the care 
of elderly diabetics, followed bv 7 further papers The meetmg 
was well attended, and Dr Jorgen Pedersen, of Copenhagen, 
was a guest speaker 

Anglo-French Exchange Bursanes 
AppUcanons are mvited for bursanes to be awarded m 1961 
to voung Bnnsh doctors under the exchange scheme arranged 
bv the French Embassy m London benseen the Insntut 
National d’Hygiene m Pans and the Oba Foundation m 
London 

The g- 2 iu C^O &anc3 a mooJiJ will be awarded fc- two to fci—moiths to 
mewcsl esa 'who wi,b to obiz-a cLn-cal eip«nerce c- car^ o- research in 
trance. AppLcanca foias laav be h..d from the dircaor o*" the OTsa Feuada- 
t.c^ **1 Ponlaad Place Loadca, ^ 1 Th* clcsiag d-te fc* apphca-ioaa 
IS Jaa 31 
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SUPPLEAIENTARV ESTIMATES 

The supplementarj estimate for the National Health Service 
in the current financial vear * shows an increase for England, 
Wales, and Scotland of £42,900,000, bringing the total net cost 
to £626,400,000 Of this, £41 million is needed to meet the 
increased remuneration for doaors recommended by the Rojal 
Commission £24 million is to cover arrears, and the balance 
of £17 million represents the cost of a j ear’s mcrements 

DIETITIANS 

The Ministry of Health, m conjunction with King Edward’s 
Hospital Fund for London, has lately survejed the work of 
dietitians " Suggestions for the more effective use of their 
specialised knowledge are contained m a memorandum^ from 
the Mimstry 

The dietitian should be relieved of unskilled work in order that 
she may act more as an adviser and instructor Her duties should 
include drawing up diet sheets, calculating individual inpatient diets, 
compiling therapeutic diets with the catering officer, providing 
recipes for special dishes, trainmg diet cooks, interviewing and 
instructing patients in wards and discussing patients’ dietaries with 
ward sisters, advising catermg officers on the nutritive value and 
suitability of menus, adv ising outpatients, assistmg in teachmg nurses 
and others, and performing any dietary surveys requested by the 
medical staff Light, vegetarian, religiously determined, and some 
gastric diets do not need direct supervision by the dietitian, though 
she can assist in their planning Menu planning by dietitians for the 
mam catering in hospitals not only ensures that the dietary is appro¬ 
priate but results in less work, as requests for special diets are fewer 
and use can be made of food from the main kitchen for therapeutic 
diets 

The present shortage of dietitians may make it necessary to employ 
one dietitian for n group of hospitals The Ministry regards this, 
not as a temporary expedient, but as a logical development 

ORTHOPAEDICS AT OXFORD 

Professor Trueta last December set himself what must have 
proved a satisfying task—that of reviewing orthopsedics at 
Oxford up to the end of his first ten y ears as Nuffield professor * 

The first holder of this chair was G R Girdlcstonc, one of 
the band of men who became disciples of Sir Robert Jones 
before, dunng, and just after the first world war It was 
Girdlcstonc who founded a regional orthopaidic service at 
Oxford on the basis of a central hospital (the origmal “ Wing¬ 
field ”) with peripheral clinics in the neighbourmg towns, and 
this scheme has been a model for orthopaidic services elsewhere 
in the country Through his friendship with Lord Nuffield, 
he established vv hat came to be known as the Wingficld-Moms 
Orthopndic Hospital with all its ancillary services devoted to 
the treatment, rchabihtation, and education of long-stay 
orthopvdic patients 

Girdlcstonc was succeeded as Nuffield professor m 1940 by 
H J Seddon, who brought increased renown to Oxford 
onliopxdics in his work, particularly on penpheral nerve 
mjuries and pohomyclitis In the few years after the war before 
he became dircaor at the Royal National Orthopxdic Hospital, 
surgeons from abroad had already become eager to work with 
him at the Wingficld-Moms 

In 1949 he was followed by Professor Trueta, under whose 
giudance the importance of research, not only in itself but as 
an mtcgral part of the training of every onhopaidic surgeon, 
has been given new impetus With further help from Lord 
Nuffield, a great new building has appeared which houses the 
outpatient department, records office, radiological department, 
and Icaure hall as well as the research laboratones and offices 
of the imiversitv department proper Vet another baptism was 
called for, and the old Wmgficld-Moms with the new buildings 
and extensions has become the Nuffield O’Thopaidic Centre 

1 10^ 61 Estimate Civil Esamates H M Staiio^cr> 

O^icc Pp o oi 

2 S-e 1*.- ^ Sep 17, 19^ p 636 

3 i! M 91 

4 Lccni-c dJ v-* ed b> P J Tni-^a a tbe SuT^Id Orthcpadic 

Oxfv. d CT Dec 3 1939 


Among Professor Trueta’s intcresung ideas for the future is 
that the Nuffield centre should be placed officnllv “ at the 
disposal of the orthopxdic specialists of the whole region, from 
consultants to jumor staff ” The consultants at the penphery 
should have opportumties at the centre, including charge of 
beds where they can study their cases of special interest with 
all the research facilities at their disposal and without the hurry 
and anxiety of ov erloaded clinics and emergency interrupuons 
The difficulty of obtaimng jumor staff in regional hospitals 
can. Professor Trueta thinks, be mitigated by a system of 
exchange for part of their ume of serv ice betw een those vv orking 
in the periphery and the tramces at the centre itself Only by 
increasmg the attracuveness of such appomtments in this way 
can vv e hope to stimulate the best men to enter on tlie long climb 
to surgical consultancy and reverse our increasing dependence 
on foreign aid to fill the junior posts in non-teaching hospitals 

MANCHESTER MEDICAL GAZETTE 

The Manchester University Medical School Gazette has 
marked the 62nd year of its existence by a change of title, its 
new name reflects its increasing circulation among graduates 
In the first issue of the Manchester Medical Gazette,'- devoted 
mainly to educauon. Dr J R Ellis writes on “ preparauon 
for medicme as a profession ” (an abridged version of lus 
Wood Jones lecture, extracts from which we published in our 
issue of Nov 12), 19r R F L Logan on “ general practice 
tomorrow ”, and Mr A R Anscombe on “ climcal teaching ”, 
and a thoughtful critique of the preclmical course is contn- 
buted by a medical student 

If the high standard of the first number is maintamcd, the 
Gazette will undoubtedly fulfil its aim of interesting Man¬ 
chester students and graduates, and all the medical men prac¬ 
tising m Manchester 


University of Cambridge 

On Nov 12 the degree of M B was conferred on R H C 
Vaux 


University of Leeds 

On May 18 the honorary degree of D sC will be conferred 
on Prof C H G Macafee 


University of Aberdeen 

Dr Mary Scott has been appointed to a lectureship m 
physiology 


University of Wales 

At recent examinations for the D T C D the follovvang were 
successful 

, Panchkin 

kaninakari 


AftabAhmcd, I O V7 Ang Awa, Ghalam Aram Chondhun 
Ghosh Dasudar, Chclhah Kulanayagam, Mankavil Kovihtetil 
Mcnon, J>othinagarain Thimmaray a Chatty Ramalingam 


Royal College of Surgeons of England 

On Dec 7, at 2 30 p M , at the college, Lmcoln’s Inn Fields, 
WC2, Sir Stanford Cade will give a Bradshaw lecture He 
wall speak on Malignant Melanoma On Dec 8, at 5 P M > ^ 

H J Seddon will give a Roben Jones lecture His subject wm 

be the Alanchestcr Ship Canal and the Colonial Fronuer 


loyal Faculty of Physicians and Surgeons of Glasgow 
At a meeting of the Faculty on Nov 7, the following officers 
i ere elected 

President, Dr J H Wright, visitor. Prof C E W 
on Secretary, Dr Gavin B Shaw, hon Treasurer, Mr K n 
Pnght, hon Librarian, Dr A L Goodall, 

;cn^ Medical Council, Prof D E CappeU, ^ 

iic General Dental Council, Prof W Malcoirn Gibson, couraUe j 
)r G J Aitkcn, Dr W Ferguson Anderson, Prof Ko^^ 
tames, Mr Thomas Gibmn, Dr A D Telford Go era, Pro 
" Symington, Dr T J Thomson r it n 

Mohamed Abdel Kadcr Mansour was admitted *5 a feiw 
f Facultv giia surgeon The Macevven medal was a va 
3 Dr I W Young _—r—iw: 

VrerAfllrr Mtd et Ca.ttu vol -iO ro >■ O'" 

E S Ro-cn B Sc Objir-bl- f c-i the S 

Lnne^!t 5 ,M.n_*io er 13 Arnual fubie*ir ien 1P> M 
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Umversitv of London 

The following have passed the final examinanon for the 
M3 , B3 

F-^jts—G M Bts’^er (t St. B-ncoIcnit^s D J Gal on (fr) 
Ln-Ttrcn* CoHsge Margarc L Jonas (<f), S- Marv"s K A Lea 
K.ns*sCoEe 5 e P H Millard (J) Lmver^itv Collese Jenn^erP PeeVtsCO, 
Gay's Hospital B A Senawiramc (p'‘ Lruvemtv CoU^se, 

(*>) dsnnguish^d in rccdione (c) distmgmsh“d in anpbed ph-maco^ogi. 
^ndtharapsotics, (cO dist.ngwhtdm«'urger; (?) <Ls,^guishedin ob« etncs 
and gvnaco^og^ ^ 

F-ss —O Add-e, Adao^e Adeiuvi F P Adler And-n.. AncLn M F 
^ndtr«ca ^ G ArtofT E N Ann.tag:a, P M AshbVj Si-san Ai Atharton 
* 1 . F J Allans, B N BalLnnna, R. B BarreT J L Baecnar Audra\ J 
B^sb-m, W F C Ber^ Margnie- L Bir'^visJe, R. G BLcli, Shnl* Ai 
P D BLde A R. H- BLss Scnia G Bol on Shirle^ n Bend, 
Dr^dBooi J G B-adbiocVa, C.L B*a%, ^^IbamB*o’grn Al D Burgass, 
Evtl-n M J cabs B J Camp H Al Carptntcr I P Cast B Wan-Bi-n 
Chm Jcbn Ch^-pman K G A dark, Jane Al Clagg \ Al Co^e,Pe 2 Jier J 
Cclbns, Pa Jma T Comba, Derak Ccdess Dc’Xi.hv K. Co- , J C Cracgs, 
Jemniar Cra.g ALcb-tl COIct, J C Cnmm.n? D J W D.-rc , Alargarat 
Danicn GaraJiDaVies Gilb_n Al Da'^’es, P B Al Dav*« R. S Dawkins, 
rL- D Da-n J Al Dinham P G J Dob on I S Duff D -na Duron 
J D Eddy D P Edmunds D A Edward-, R. "W Eng’-rd A VT G 
Engbsh P R. E-ans C B Evere—, Ann D Fd.^dcugh H Al Fisbar, 
D J Fishlock, R. A Fo*« er, J A Fowle*', Jo-nna Al F'nssf S^anlav 
F**adm-n Gilban Fraam-n Sebast*_n F’eudenbarg Jill F\*£eld GJLan A. 
Gam*^ J A. Garrod A R. Gaacn Pcnelopa ^ Gt Jung Shaila Al Girvan 
V A Gojld P.tnaa A G-ean PAtnaa E L Graanbw J L, G ogcno, 
Pamela AL. Hx-zh Jovca C K-H-Tcmkin Jo^epbina E Ha m mond R G 
H-rd.nr N F Fsrle%,R.I Kam^on J CH..slar J D Hatch I B K-%*'er 
J B Hicrs, G T FclLngwo-ca D A HoIb« Alison Al Hcbowav P T 
Ho-dar A S Hc-niblow E R. Howard, D P Al Howailt DawdHughas, 
G A Hurhas, Jane E-HughaSjJ P Hughas Al S Hughas, D Al Hunter, 
Jcmna E Hun er, J A Kim er Pamela J Hun ar, A. C Al Ini'*ald R. At. 
JaEer* ^ A. Johmsen AL L. Jones, P A Jones, VTin-^red A Kane, 
J H. Km A AV Kilro^ Dana Bung D P E Kl^gs^e^, Kwa m ena Kyei- 
Mtnsan T E Lawson, D A Lea, ShaiL J La^ Thom-s Le hr .ar Evahna 
3 Ai^CuHey E H AUckaiJi E F Al AlcKenma, A C AlacLaan D E 
ALcn_ AST J AlcNeillr E Al A Aladgr^ck, AL P AL.d.gan E J B 
Aiakm, E*u Alalek, ELine Al AlabpEm Eh B3b-ji%*a Aiam- Deirxire H 
AL.^cw G S Alartinez, Bndgatt A ALtscn E J Aieco- Jo mn a Alerrv, 
G AL ALdiael FeLatv A- Alilbnm Al H Alihward R D G Alilnar, 
CAL Alocn John Aloo^ E ^ Alo*nu Lrsula A L Alo-ns J D 
Vinson CAV Monimer P B Aludga, F G AL Alus’an J F O A I 
A nnaSah T G NasE H G Naples Al I Al Ncb'e, J R* 

'Urgara A Nunan, Ezekwe Ojmmah C N Paine, Ann Parker J B E 
Fffkar Rcstmary C P..nnrcn, ShaJa Al Pask, J P Panes J F Penmen, 
Jcbn Pcamoa, Heather Pell H G Pecar^ A H Picketing D A Pocock, 
CJ F Pool, AEP-an EB Pnscon Edward Proc-c* Aa,nP'om.an:eJu 
F Ran-^e^ Jacqueline J Reas, J K K Raa%as D S R«jah 
S Ecb_rd.on, Anna P Renans J E Rob on I C Rcd^c/., P J 
Smdtrsoa, Themes Sberwooi Ann Simp<on I P Sl^a, D H SnuJi, 
Patna; SsLih P H Sonksta CJ Spue% D J Stem A F S S ewart, 
H J S Su^ea D E Sutherland D J M Ta^lo- G AT Thomm, AT K. 

E G N Thomsen Sheila AL Thwa_tas, Angela E Till Isobcl 
Temfans, F D TrevarJiaa ATendell Ts-o P L H A ernes 
ya^s^ C J S AVal er, G G AVard E J AVamar P H Wa e^^d, 
^ V Asr^iJnss, C L AT AVebb Diana A A AThivJter Al Al ATicks 
wesdy E ASTilbams D G AVilLa D P ATin ar Alargarc* AVocdio-d, 
Rc^emurgJ AVool,F ALAojng TxsgChiuAu. 

Royal College of Surgeons in Ireland 
On Nov 17 the fellowship of the college was conferred on 
H.B Devhn,D G Kellv, and VT J TwifaiU 
College of General Practitioners 
At the annual general meeting of the college on Nov 19, 
Or Annis Gflhe, chairman of council, said that more than 
6000 members and associates had joined sincx its foundation— 
n^lv 700 during tne past vear There were now 55 faculties, 
25 m the Umted Kingdom and Eire, 4 in New Zealand, 1 m 
Renva, and 5 in South Africa where a South Afincan Council 
of the college was soon to be formed The special committee, 
^der Sir Harrv jepheon had raised £345,000 m a few months 
Dr G F Abercrombie was re-elected president. Sir Harry 
Jepheott was appomted an nonorarv fellow Dr G L Hmdson 
(Northumberland) was presented with the Butterworth gold 
for 1959-60 

General agreement was obtamed to the propc^ed memo¬ 
randum and articles of association of the new incorporated 
college 

At a meeting of the new council held later. Dr Annis 
Gilhe Was re-appomted chairman. Dr K- Foster, vice- 
cnaiman, Dr H L Glvn Hughes, hon treasurer, and Dr 
J “ Hunt hon secretarv 
Dimer to Dr W N PicHes 
After the war the doctors of "^enslevdale met set eral times 
St the home of Dr Pickles m Avsgarth to di'cuss the p'oposed 
tcith service Out of iho^e meetmes grew the annual doctors’ 
Pcrtv usuallv held m late spTng to wmen each rear Dr Pickles 
invited a guest speaker On Oct 22 Dr and Mr: Pickles tt ere 
the guests o'' all tho'e whom thev had entertamed 
• their spTng parties Dunng the dinner, which was held at 
Dun presentations were made to them both 


Clinical Aspects of Genetics 
The Roval College of Phvsiaans of London have chosen this 
subject as the theme of their nest conference which will be 
held on March 17 and 18 It is pnmanlt arranged for fellows 
and members who are consultants in medicme or pathology 
The speakers will mdude Dr J A Fraser Roberts, Dr J N 
Walton, Dr Ehot Slater, Dr C O Carter, Dr C E Ford, Prof 
P E Polam, Dr 'W hi Court Brown, Prof L S Penrose, Dr 
Marco Fraccaro, Pro' C E Dent, Pro' Harrv Hams, Dr Charles 
Burnett, D- H Lehmann, Dr R. B hIcConnell, Dr PL. T C Pratt, 
ano Dr C A Qarke. Numbers mav hate to be limired, and apph- 
canon should be made to the Registrar at tne College, Pall Mall Ea't, 
S W 1, not later than Jan 23 The entrance fee is five guineas, which 
should rot be sent with the apphcation 

Congress of the International Diabetes Federation 
This congress will be held m Geneva finm Julv 10 to 14 
Particulars mav be had fixim the secretarv general of the congress 
Dr Bernard Rilhet, 4, boulevard des Tranchees, Geneva, 
Switzerland. 

International Federation of Gynaecologv and Obstetrics 
A world congress of this Federation will be held from 
Sept 3 to 9 in Vienna Further particulars mav be had from 
the saentific secretarv of the Federation, Dr V Grunberger, 
Alserstiasse 4 Vienna IX Austria 

Quaker Medical Soaetv 

On Wednesday, Nov 30, at 8.30 P \l, at Fnends House, 
Euston Road, London, N 'W 1, Dr Cuthbert Dukes will give 
a Lister lecture His subject will be Dr John Fothergill 
(1712-1780) and his hiedical Contemporaries 

Proctologica Latina Collegimn 
An international meeting of colon and anorectal surgerv is to 
be held by this bodv from Mav 18 to 20 m Tangier Further 
particulars mav be had from the general secretarv of the col¬ 
legium, Dr G B E Simonetti, 3, via S Raffaele, Milan Italv 

International Congress for Microbiologv 
This congress will be held at Montreal, from Aug 19 to 25, 
1962 There will be five secnons—structure and function, 
agricultural imcrobiology, mdustnal microbiology, medical and 
veterinary nucrobiology, and virologv Inqumes should be sent 
to Dr N E Gibbons, National Research Council, Ottawa 2, 
Canada 


Richard Kovacs Prize 

The first award of this prize has been made bv the Roval 
Soaetv of Aledicme to Dr Philippe Bauwens Dr Bauuens 
wdl recave the prize and dehver a lecture on Alav 10 

The p-ize, wmch has been estabhshsd bv Mrs Ina Ko-acs in 
memow o' her husband, the late Dr Richard Kovacs, is to be 
awarded tncnniallv for wo'k m physical medicme. 

British Diabetic Association 

On Oct. 14—15 the medical and saennfic section of tbic 
As'oaanon met m Glasgow The first dav was devoted to a 
coUoqmum on prediabetes, mcludmg 14 papers One suggesnoa 
made was a trial of the svuphonvlureas m human prediabetes, 
and the comimttee of the section is now pl annin g such a tnal 
On the second dav there was a paper and discussion on the care 
of elderly diabetics, followed bv 7 further papers The meetmg 
was well attended, and Dr Jorgen Pedersen, of Conenhagen, 
was a guest speaker 


Anglo-French Exchange Bursaries 

Appheanons are mated for bursaries to be awarded m 1061 
to voung Bnnsh coctors under tne exchange scheme arranged 
bv the French Embassy m Lonaon between the Institut 
National d’Hvgiene m Pans and the Ciba Foundation m 
London 


"^e pnm.s C^O Irenes e men JiJ will be awnrded fo- rwo to IcnrmcnJis o 
c >-Csl rres 'w^o xnsii o ci.r.ical exptrerce C“ car-v o- research m 

F^arce. AppLcaacnic*n: =is\ Veh-d^rcnth«d.rec‘c-c<’ihe Gba Foi.nda- 
cc- -.1 Po-J_nd PLee London W 1 Th- closing d- c fo- spplics-ons 
IS Jaa. 31 
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Mimstrj of Health 

Dr N M Goodmin Ins been nppointcd a deputy chief 
medical officer of the Ministry 

Dr Goodman was educated at Mill Hill and went from Sandhurst 
to the Worcestershire Regiment, with which he scried in France, 
Belgium, and Germany Demobilised with the rank of captain, he 
w ent to Pembroke College, Cambridge, and the London Hospital, and 
after qualify mg in 1923 spent eight j cars in general practice In 1934, 
after taking the D P H , he joined the staff of the Ministry of Health 
From 1937 to 1944 he was the British delegate on the Permanent 
Committee of the Office International d Hj giine publiquc and a 
member of the health committee of the League of Nations In 1945 
he was appointed deputy director of Health for Europe for Unrra 
Twoycars later he became director of field services of\VH O ,and in 
1948 assistant director-general of W H O In 1949 he rejoined the 
staff of the Ministry In 1955 he became the principal medical officer 
particularly concerned with the hospital and local authority services 
of the four Metropolitan regions Dr Goodman has been on official 
missions to most of the countries in Europe, and to U S A and 
Ethiopia, and was the Arris and Gale lecturer at the Royal College 
of Surgeons in 1941 He was elected FRCP in 1950 His book 
on Iiitmialtonol Health Orgamsattom and thttr IVork was published 
in 1952 

Association for the Study of Medical Education 

The function and structure of the teaching hospital has 
been chosen as tltc theme of the conference which the 
Association is holdmg at the Royal College of Physicians of 
London, Pall Mall East, S W 1, on Dec 2 at 10 AM Sir 
Robert Platt, prop , \v lU be m the chair, and Sir Russell Brain 
will open tltc conference 


Mr P H jayes has been appointed civil consultant in plastic 
surgery to the Royal Air Force 

On Saturday, Dec 10, at 2 30 PM, at Mapperley Hospital, 
Nottingham, the Sheffield Regional Psychiatric Association is to hold 
Its inaugural raectmg, when Prof E Stengel will speak on relation¬ 
ships between psychiatric classification, nomenclature, and diagnosis 

Dr G Georgieff, of the Ethiopian Government Ministry of Health 
Anti-Epidcmic Service, is appealing for 1959 issues of The Lancet 
Any reader who is able to help is asked to get in touch with Dr 
Julius S Prince, P O Bo\ 1035, Addis Ababa, Ethiopia 

At a meeting of the Medical Electronics Discussion Group on 
Fridav, Dec 2, at 6 P M , at the Institute of Electrical Engineers, 
Savov Place, London, W C 2, there will be a discussion on telemeter¬ 
ing biological data The opening speakers will be Dr G H Byfotd 
and Dr K G Williams 

A semipermanent exhibition will be held at the InsUtutc of 
Dcrmatologv, Lisle Street, London, W C 2, from Dec J to 27, by 
Dr B E D Cooke on bullous lesions affecting the oral mucosa 

The Scientific Film Association (3, Bclgrave Square, London, 
S Vr I) IS revising its records of medical films for a new edition of its 
guide, and would be pleased to receive details of any films not 
previously included 

A Supplement 1957-1959 to H K Lewis s Medical, Scientific 
and Technical Library Catalogue is now available from P O Box 66, 
136, Gower Street, W C 1, price to subscribc's 5i, to others lOi 6d 
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Monday, 28th 27 to DEC 3 

PosTGRADUATT MEDIC.^L SaiooL OF Lostdos Ducanc Road W 12 
4rM Dr J S Robson Rena!Excrcuonof\\atcrxnHcahhandDtfc-»c 

INSTITUTT OF OdSTCTRICS A-SD G\\K.COLOG\ 

130 PM (Queen Charlottes Hospital Goldhawk Road, W6) Mr 
,, A L 1 Easton Surpical CcmpUcaUons of Pregnanci 
MAsatEsTER Medical Society 

9 PM (Medical School, UnucrsiO of Manchester) Gcnfrai Pni /ict 
Prof R E Lane Doaor m lndustr> 

Tuesdaj, 29th 

Ro\al Colleci of PmsretANS or Lovdon, Pall MaJJ East, S W I 
5 pm Dr K D KceJe Esolutjon of Chnkal Methods in MeJlctne 
(First of t\\o rittPatnck Icaurcs) 

Roaal Colllcc or Surgeons of England Lincoln’s Znn Fields, \X C 2 
5 PM Air H B Stallard AJahfpnnt Mdanoma of the C^horoid Treated 
\Mti^ Radioactive Applicators 
Bnmsjt Postgraduate MrorcAL rtoERATio'; 

5 30 p M (London School of H>^iene and Tropical Medicine. Kcrr^! 
Street, WCl) Dr L E Cil>nn Auto Antibodies and Diseases ol 
Connective Tissue 

iNSTiruTE of CftILD HEALTH, THE HOSPITAL FOR SiCK CHILDREN, Great 
Ormond Street, C I 

5 30 r M Dr G A Nchgan PhjsiologicM Aleasurements in Newborn 
Infants 

Institute or DcRstATOLOG\, Lis!e Street, V7C2 
$ 30 p M Dr C D Cilnan Cutaneous AUcr8> 

St Mars s Hospital Medical School, W 2 
5 P At (\X fight-rJcming; Insctcute ) Mr Philip Rliodcs Huid Fa/ance 
m Obstetrics 

Wlst Ent) Hospital for NcuROLOot ast) Neurosurgery, 91, Dean Suett, 
\vi 

5 30 pm Dr G r Svvnnn M>cIo^aph> 

Royal Statistical Society 

5 30 p M (London School of H^Bicne and Tropical Medicine) 

Secnen Dr J M Tanner BiomctricaJ Problems in iiudies of 
Human Growth 

Leeds Neurological Sciences Colloquium 
5 15 P M (General Infirimrj at Leeds) Sir Aubrej Lewis Evaluating 
Ps>chjntric PreatmenL 
Wcc3ncsday, 30th 

University of London , « * 

5 30 PM (Westminster Medical School, Horsefern Road, Swi) 
Dr J J Bumm (Beihesda) JnicrreJaiionship of Collagen Diseases 

Postgraduate Mfoical SaiooL of London 
2 PA! Dr Victor W>nn Llec!rol>ie Metabolism 
Institute or Dermatology 

5 30 P M Dt Hcnr> Hnber Celluhr Nrcvi ond Malignant Mclanomata 
Institute or Diseases 01 THE Chest Brompton SW3 
5 PM Dr Howard Nivholson Diffuse Interstitial PulmonaT> Fibrosu 
Institute OF OusTCTRics ANTj GYTxitcoLooY 

2 r A! ((Thclsci Hospital for Women Dov chouse Street, S \v 3) Dr 

Robert Newton Pouch of Douglas 

Royal Kstitutc or Pudlic Health and Hygiene, 28 Portland Place, w i 

3 30 p M Dr J P Bull Problem of Domestic Burning Accidents 

Manqiester Medical Society ^ ^ , 

4 30 PM (Alcdicil School Universit) of Manchester) Dr '' t 

Grossman Gastro-asophngcal Reflux 
Thursda>, 1st 

Royal College of Physicians OF London , 

5 PM Dt K D Kccle Evolution of Clinical Methods in Medicine 

(Second of two FitzPatrick lectures) 

Royal Colwcc op Sipgposs or I ngla d 

5 30 pm Mr J n Pcnn>backer Acoustic Neuroma 
Rotal Society or Medicine 1 Wimpole Street NX 1 „ ... , 

S p M A^eurc/r£y Mr F J Gillinghnm Mr Im McCau) Mr jehn 
Hankmson Stereotaxic Surger> in Neurological Disease 
British Postgraduate Medical Federation . ^ nr 

5 30 PM (London School of H>gicnc and Tromcol Medicine) J^r 
Bernard Lennox Nuclear Sexing and Human Cnromo cmsi 
Anomalies 

Sr Mary s Hospital Medical SaiooL ^ 

5 PM (Wright Hcming Institute) Prof R W Scarff Prohfc'^tive 
Lesions of the Breast (Kettle lecture ) ^ ttnr 

NumELD Orthopedic Ccntpe W iscrirLD Morris Orthopadic hoy 
riTAL, Oxford ^ , 

8 30 r M Mr GcofTre) Platt Arthroplast> of llic Knee 
University or St A drcv s 

5 PM (Ph>sicilog> Department (Queens College, Dundee) ait 
Rithcs Carcinoma of ih' Bladder 

Friilaj, 2nd 

Royal Soam or MiDia T 

10 30 am Ochpy Mr Pem) bicker Mr J 

Complications of Otogenic Oncm nr 

230 r M f-or>rcef<; ej Prof R S fl/ingviorih Mr Ren ^ 

W J E McKc- h Removal of Tonsils and Ac'er 

5 30 pM Arunthtti i Prof R X Woolm^'f Infortna lan 

(Pfcitdeatial address ) 

PonCRADUATF IFOICVL SOIOOL CP Lo T,OS Ma-k.-e'-'-'t 

10 A M Mr A 1 lorrcst H,pGnh>se tom, n in /YanFfrC 
Pat ents with Mihgninl Div ate 
4 rM Prof G A brn^rt Sp arum <4<’TbvTOiam' 

Socim OF AroTiircAPir^ o*-1 o H 

5 30 r M Mfdi i-t arJ Vh^frrizy Uf A H I 
Knov led"- o'" I uiT on of Blx>-f 

llrrri^Dr' Socim i, . < v vx t y Dr I ar 

4 15 P ! (VrelJ ome I < anJu Lu Koit ^ , p, »t''- e i 
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GASTRECTOMY AND THE BLIND-LOOP 

SYNDROME 

V J Kinsella 

MD Sydney, FRCS.FR ACS 

HONORAKY SURGEON 

W B Hennessy 

MB Sydney, MR CP, MR AGP 

CLINICAL ASSISTANT 

GASTROENTEROLOGY UNIT, ST VINCENT’S HOSPITAL, SYDNEY 

There are patients whose health has been ruined by 
mtestmal malabsorption followmg gastrectomy for peptic 
ulcer Physiaans and surgeons have pondered this prob¬ 
lem for many years, but it is our behef that they have 
placed the emphasis on the wrong part of the complex 
pattern of causes Consequently, methods aimed at 
prevention have been mept, and the toll of unnecessary 
tragedies contmues 

Hurst (1913, 1929) was the first to desenbe the diar¬ 
rhoea, and other symptoms later called “ dumpmg ” He 
stated that a large stoma permits preapitate emptymg, and 
thus causes symptoms This became the accepted view 
But the surgeons said that a generous stoma was one of the 
reqmsites for the success of a gastroenterostomy Thus, 
Eusterman and Balfour (1936) advised that the stoma 
should mclude the whole width of the postenor wall of the 
stomach, from the lesser curvature, downwards and to the 
left, to the greater curvature at its most dependent pomt 
These authors stressed, as also did Moymhan (1926), that 
failure is often due to madequate dramage through a 
stoma which is too small or too high 
We thus find the large stoma stigmatised as a cause of 
failure, yet advocated as a condition of success 
Further, Eusterman and Balfour wrote that “ too rapid 
emptymg of the stomach may cause a tram of disturb¬ 
ances ”, but, “ from the roentgenographic standpomt, all 
resected stomachs appear to empty rapidly, yet few of the 
patients complam of any discomfort ” Later, Custer, 
Butt, and Waugh (1946), also from the Mayo Clime, 
expressed themselves as sr^arly puzzled by the fact that 
all patients show rapid emptymg mto the efferent loop, 
but only a few expenence dumpmg 
Moymhan (1926) also described this “ too rapid 
emptymg of the stomach ” and the diarrho:a, which 
may be shght, or may be so serious, so constant, 
uncontrollable and exhaustmg as to be the immediate 
cause of death ” He concluded that “ no adequate 
explanation of the comphcation can be given ” 

Today, the question is still confused The mam em¬ 
phasis IS still placed upon too-rapid emptymg, or loss of 
‘ hopper function ” of the stomach The food is said to 
pass down the mtestme m advance of the bile and pan- 
creauc )mce, thus estabhshmg a “ pancreatic-abal 
asynchrony ” (Royal Society of Medicme 1959, Herrmg- 
ton et al 1959) 

Influenced b> this hypothesis, surgeons had retamed 
more, or even all, of the stomach, addmg vagotomy, some 
have anastomosed the afferent loop to the greater curva¬ 
ture of the stomach, even addmg a dehberate obstruction 
of the efferent loop at the lesser curvature 
Hypotheses can be salutary, but only if they are vahd 
And they are vahd only if they can explam the facts 
We therefore present a summary of the facts, firstly, 
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those already well known, secondly, bnef case-records of 
patients recently seen m our own practice 

The Facts 

Fluoroscopy shows that normally the duodenum and 
first loop of jejunum empty so rapidly that the movement 
can scarcely be followed by the eye The movement 
becomes slower as it passes downwards, so that the ileum 
retams its contents for some hours The “ asynchrony ” 
between the discharge of bihary-pancreatic secretions 
mto the duodenum and the discharge of food through the 
gastrojejunal stoma is normally a few seconds or less, and 
IS so short that it cannot prevent adequate mixmg In 
practice, however, the “ asynchrony ” can be mcreased by 
obstruction m the afferent loop, and then becomes a 
serious factor But even then the “ asynchrony” and “ loss 
of hopper function ” are not the primary and essential 
factors, for it is the obstruction which is the basic cause 
Dumpmg and diarrhoea were first described as results 
of gastroenterostomy, not of gastrectomy 
Results of gastroenterostomy are not better, but worse, 
with a small or high stoma 

After vagotomy, the paradox may arise of delayed 
emptymg of the upper part of the alimentary tract, 
together with diarrhoea 

Conservative operations—antrectomy or gastroenter¬ 
ostomy, with vagotomy—are still followed by “ the 
dumpmg syndrome” and severe weight loss (Everson 
etal 1947) 

In four patients out of five, conversion of a BiUroth-ii 
to a Billroth-i gastrectomy will cure severe dumpmg 
symptoms 

In a fifth patient, this conversion may fail 
Dumpmg symptoms and diarrhoea after a Billroth-Ii 
operation may be cured by hftmg up and supporting the 
afferent loop (Mimpress and Birt 1948, Capper and 
Butler 1951), or by Braun anastomosis between afferent 
and efferent loops (Schofield and Anderson 1953), or by 
the “ pantaloon ” anastomosis of Sternberg (1955) 
Dumpmg symptoms and diarrhoea may follow total 
gastrectomy, but we have observed patients five, seven, 
and ten years after total gastrectomy with no gastro- 
mtestinal symptoms 

In a senes of patients after the Billroth-ii operation, all 
may show rapid emptymg mto the efferent loop, but only 
a few of these may experience symptoms 
Preapitate emptymg of gastnc contents mto the afferent 
loop may be assoaated with dumpmg symptoms, but 
patients with dumpmg symptoms may show no emptymg 
mto the afferent loop (Gohgher and Riley 1952) 

After the Billroth-i operation, dumpmg symptoms and 
diarrhoea are less frequent and severe than after the 
Billroth-n 

Histoncally, the great masters who fashioned the details 
of the BiUroth-ii methods (Mikuhcz, Eiselsberg, Kronlem, 
Reichel, Polya, Hofmeister, and Fmsterer) pomted to the 
importance of placmg the afferent loop to the lesser 
curvature, because the reverse placement encouraged 
retrograde fiUmg and this was to be avoided In their 
carefiil and prolonged follow-up of thousands of patients, 
the dumpmg syndrome was not a major problem 
More recently, a few surgeons have placed the afferent 
loop to the greater curvature {anastomose tnversie), and 
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ha\e e\en contrived a minor obstruction of the efferent 
loop at the lesser curvature In Austraha, gastreaomj by 
this technique has not been successful, and vagotomv, with 
drainage operations, has been preferred Amencan chnics 
have not presented a late follow-up after anastomose 
\mcrsee A few brief references in the recent hterature 
ha\e mentioned the method only to condemn it (Muller 
1956, Koto 1958) 

Some Case-records 

Case 1 —Aged 47 In 1^54, had a Billroth-ii operation for 
duodenal ulcer This was followed by vomiting and diarrhcea 

In 1958, a her- 
ma of small m- 
testine through 
the mesocolon 
was repaired, 
followed in 
three weeks by 
separation of 
adhesion, and 
cholecjstcc- 
tomj for gall¬ 
stones Vomit¬ 
ing began, 
diarrhoea and 
weight-loss be¬ 
came more se¬ 
vere, and the 
patient was 
transferred 

from the country to St Vmcent’s Hospital on April 15, 1959, 
sufftimg from severe malnutrition and steatorrhoea He also had 
advanced rheumatoid arthrius Barium meal showed gross delay 
m tlic emptying of his gastric remnant, and of the upper jejunal 
coils (fig 1) Under medical treatment, his vomiung ceased, 
and his condiuon improv cd But eight weeks after admission to 
hospital, he passed blood in the urmc and was found to have 
a carcmoma of tlie bladder from which he succumbed 

Case 2—^Aged 43 In 1958 had a Billroth-ll operation, 
performed elsewhere, for gastric ulcer Soon after she began to 
vomit, lose weight and suffer from diarrhcca, and she was seen 
in consultation bj 
oneof us(W B H ) 

She had wasting 
and widespread 
oedema, ascites, 
steatorrhcca, and 
sev ere hj^joprotein- 
amua Banum meal 
showed a large 
dilated afferent 
jejunal loop which 
still contamed bar¬ 
ium seventeen 
hours after the meal 
(fig 2) Fluoro- 
scopv show cd tliat 
the stomach emp¬ 
tied into the afferent 
loop, and tlus emp¬ 
tied back mto the 
stomach, so that a 
pendulum move¬ 
ment resulted At 
laparotomv, performed elsewhere on Sept 1, 1959, a thickened, 
writhing, dilated afferent loop was seen, and dark foul-smclling 
fluid poured from this when tlic stoma was opened in an auempx 
at reconstruction Gastric and colonic fistulx resulted, and, in 
spite of two furtlicr laparotomies, the patient died on Oct 18, 
1959 

Case 3 —^ged 50 Had parual pastrectomj for duodenal 
ulcer m Januarj, 1957, rcopcration for gastrocolic fistula m 



FIr 2—Cnsc 2 Barium retained In dilated 
oiTcrent /e/unal loop «c\enceen hours 
after meal 



Fjg 1—Cose 1 Delay In empt>lng of gastric 
remnant and tipper jejunal coils 





Fig 3—Case 3 
jejunal loop 


Dilatation of affrrfnt 


August, 1958, vago- 
toms in December, 

1958, for an ulcer in 
the efferent jejunal 
loop At the last 
operation, the pan¬ 
creas was reported 
to be normal In 

1959, she was seen 
bj us, and was ad¬ 
mitted 3hc had 
diarrhtca, sev ere 
malnutrition, 
weight loss (from 
10 St 4 lb to 6 St 
4 lb ), gross cedema 
of the lower limbs, 
and drj thin scaly 
skin with large 
ecchymoses Inves¬ 
tigations revealed 
gross steatorrhcca 
and hypoprotein- 
aimia Perhaps this, 
as well as altered 
pH in the mtestmc, 

contributed to the diarrhoea Radiographs showed consistent 
fillmg and dilatation of the afferent jejunal loop (fig 3) Her 
response to intensive therapy vvas orjy partial and teniponirv, 
and she died on Dec 11, 1959 Necropsy findings included a 
stomal ulcer, a grossly dilated afferent jejunal loop, enteritis, and 
several non-beta-ccll pancreauc microadcnomata (Amoa: 
pauents with these tumours, a few suffer from diarrhoea, and 
most of them have had a constriction of the duodenum m its 
distal parts, or the jejunum, either by the pancreatic tumour or 
by a jejunal ulcer ) 

Case 4 —^Aged 50, had had gastroenterostomy in 1917, for 
gastric ulcer, followed one week later by rcopcration for 
vommng On ac- 
count of repeated i 
hxmorrhages, par- 
nal gastrectomy was 
performed else¬ 
where, in 1951 
About SIX weeks 
later, diarrhoea be¬ 
gan and contmued, > 
with 6 to 25 bowel , 
actions daily Her 
appetite remnined > ^ 
excellent, but, in , 
spue of frequent big 
meals, her w eight 
fell from 7 St 2 lb 
to 6 St 5 lb , and 
investigations re¬ 
vealed gross stcat- 
orrhtca Barium 
mealm 1959showed ^ - 

barium passing back 4—Cose 4 

mto the afferent joop 
loop, but stopping 

abruptlv, as though obstruaed, an inch or two provimal to the 

stoma (fig 4) At about this time, the patient bled per vnginam 

A carcinoma of the cervix was discovered for which she is stu 
under treatment 

Cose 5—Aged 50, had diarrhoea and weight-loss after 
Billroth-tl gastrcaomy A banum meal showed a picture 
similar to iig 4 

Case G —Aged 12 Had had a panial 
cnastoirpse imerx* five years previously for 

ShewusreasonabK wcHfortwofOthrceycars Thcns i 

to get attacks of fullness after catmr, wath copio 


f 
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Fig 6—Ideal rodlographlc 
ofter gostrectomy 


appearance 


Fig 7—The fir#t principle In BUIroth»n 
reconstructlon-^the quiet confluence of un¬ 
obstructed streams 


Non-filling of the afferent loop may, therefore, be 
associated tvith a perfectly constructed anastomosis, or 
with a seriously obstructed loop If the pauent suffers 
from malabsorpnon, it is advisable to do a choledocho- 
gram in the hope that the duodenum may be seen on the 
radiograph 

Causes of Malabsorption 

It is our view that emphasis should be shifted from 
precipitate gastric emptying to stasis in the afferent loop, 
as a cause of malabsorpuon after gastrectomy Other 
causes which may contribute mclude pancreatius, and 
perhaps defects in the intestinal mucosa 

First Surgical Principle of Prevention 
A first principle of gastrointcstmal surgery, which 
must be rigorously applied in gastric surgery, is that an 
end-to-side anastomosis must achieve a quiet confluence of 
unobstructed streams 

This means, among other thmgs, that the anastomosis 
must be “ en-Y ”, whether between stomach and mtestme, 
or benveen two loops of intestine The old masters wrought 
well There is no place for anastomosis “ en-T ”, sull less 
for the emptying of one viscus at an acute angle agamst the 
stream of the other (the anastomose mversie) Such 
junctions effect a turbulence rather than a confluence 
They are avoided by Nature, in the rivers, in plants, and 
in the ammal body They cause an increased mechamcal 
stress, and an accelerated mechamcal destruction But 
over and above this, in the digestive tract they interfere 
with local funcuons by imduly prolongmg the digesuvc 
phase in part of the bowel Increased functional stress, 
disturbance of bacterial flora, and inflammation are the 
invariable accompaniment of stasis m a hollow vtscus 
For jears, one of us has made cverj effort to appl> this 
prmaplc in tlie surgical treatment of the afferent loop, and 
our senes of gastrectomies for ulcer, numbenng nearly 
four hundred, has not been complicated by diarrhoea and 
malabsorpuon Figs 6 and 7 show the ideal to be aimed at 

Detailed Application of this Principle 
The afferent loop must be placed to tJic lesser curvature 
It must not be too long If shghtlv too long, it maj 
kmk If grosslv too long, it mav also allow the passage 
behind it of another intestinal coil It must not be too 
short, for obvious reasons 


At the uppermost point of the 
loop, where it turns downwards to 
meet the lesser curvature, there is 
a tendency to kinkmg which must 
be prevented by lifung the ana- 
mesenteric border away from the 
mesenteric border, by suspending 
It to the lesser curvature of the 
stomach above the stoma This is 
done by means of the Kapellcr sus¬ 
pension sntches These must be so 
apphed that torsion is not produced 
by, for example, fixing the apex of 
the jejunal loop in front of the lesser 
curvature The sutch should take 
up the anterior surface of the 
stomach, just in front of the lesser 
curvature, then the posterior sur¬ 
face just behind itj then the pos 
tenor surface of the jejunum just 
behind its greatest convexity, and 
then Its anterior surface just in front 
The incision in the stomach must pass downwards and 
to the left, so that the stoma and the efferent loop are 
continued in the one staight hne down to and away 
from the greater curvature If too much of the greater 
curvature is removed, obstruction is caused by Visick’s 
“ question-mark deformity ” 

The mcision in the jejunum must be placed accuratclj 
on the antimesenteric border, and not obliquely, othcnvise 
torsion results 

The handling and suturmg of the visceral walls must be 
refined and dehcate, to avoid excessive “ anastomosius ” 
with Its scarring and fixed mucosa The niceties of 
suturmg have been described earher (Kinsclla 1959) 
In retrocohe anastomoses, the mesocolon must be so 
sutured that kinking of the jejunum is avoided 

In antecohe anastomoses, the omentum must be placed 
so as to prevent adhesion of the afferent and efferent loops 
to each other, or to the parietal incision 
Conclusion 

It IS our opimon that malabsorpnon following gastrec¬ 
tomy could be largely prevented, and some sufferers could 
be salvaged, by the apphcation of the prirlciplcs desenbed 
m tlus paper Gastrectomy is a precision operation The 
solution of the problem of its complications lies in 
perfectmg the techruque of the operation as it is appbed, 
not in the devising of new combination operauons, which 
mvolve the same old dangers, and add new ones of their 
own Vagotomy adds gastric retenuon, necessitaung a 
considerable number of re-operauons (even when a 
primary dramage operauon has already been done), 
mediasumus, hwmorrhage from paraocsophageal 
and from spleen (Herrington et al 1959), and, » oj 
the thoracic route, all the comphcations peculiar to 
thoracotomy 

The emphasis m gastromtcsunal surgery should not e 
placed upon preapitate emptying as a disease factor It) 
not this which is to be feared, but rather stasis—and stasi 
is technically avoidable 

Summary 

Malabsorpuon after gastrectomy is often due to 
e afferent duodenal-jcjunal loop, and is an examP c 


the 


“ the blmd-loop syndrome ” . 

The causes of afferent-loop stasis are discussed, a 
technical details of avoidmg it are described 
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Rsoiolopcal ciagncsis of aSerenl-loop stssis is discussed- 
A Sist pnnaple of gastrointesnnEl surgery is the 
cu:£t cc~^uenz£ of miosstruzud streams 
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EARLT POSTOPERATn^ IXFLAiVLMATION OF 
THE EFFERENT LOOP AFTER 
POLTA GASTRECTOMY 

F I Totet 
JL3 B=rL, FJLCS 
srrcroN-is-c=iAC, ’jrs’s Dr^iATMiK-, 
iurrr axsta-r EoirisR-o-nE mu o’jal eohc-ai, 

MTsoez CUT, sonn rsrsLi 

This amde reports tnree esses of early postoperatrre 
rnff amTTisr ion of the efferent loop of the jejunum foUoirmg 
a Polya-tvpe gastrectomy The operanvs proceaure 
VES almost ideancal m the three cases About nve-smns 
to SEC-sevenths of tne stomach ttas removed- -A neiv 
lesser curve vras constructea by suturmg tne nght end of 
the civided stomach remnant, leaving a large enough 
opening for a lVi-2 m. stoma at the greater curve end- 
This was anasTomosea to an antecohe loop of the jejunum 
the afferent loop bemg snort and related to the greater 
curve, and the efferent loop bemg related to the newly 
constructed lesser curve (Sg 1) Light unco^ereu damps, 
as recommended by Burge (1956), were used and were 
apphed to the jejunum keepmg well awav &om the 
mesentery 

The lesser curve was supported by leavmg the hgature 
around the left gastnc arterv long, ana bv tymg it to tne 
last suture usea to attach the jejunum to the re-formed 
lesser curve of me stomacn (fig 2) as aavised ov Capper 
and Butler (1951) ana Butler ana Capper (1951) In 
the first patient, most of me re-formed lesser curve was 
coverea up bv suturing the first inrh or so of me efferent 
loop to It, but m the others it was left uncovered. 

In each of mese cases, somethmg had obviouslv gone 
wrtmg on about the fourm postoneiative dav In the first 
two, at first, mere seemea to be msuffiaent reason for 
teopeaing and wnen an opeianon became imperative, 
their condition had aetenoiated so ranialv mat mter- 
vennen was too Ete. It was Tni«; espenence that led to a 
laparotomv bemg done on the third 'Dauenl as soon as 
somethmg amiss ■was suspected Thi»: patieat sumved. 

the eipst patient 

A man aged 26 Had been adm-tied three v-eds before 
opemnen v-itn an atmeft of ^e^ere urper-eodcmmal pam wh-di 
wu fir^t tnongn*' to be b h.rr— colic bar ■was la-er ciagno^ed 
-2 d_e to a l easTog d-odenal nicer He ■was a verv tensed-up 
amsne rvpe o. voeng man. A g 2 stiec"omv was cone on 
npn! 12, 1051, sm-se^entns of tne s*omacn bemr reino''ed- 
The*e was e. Mmsr -e cnodenal scarimr W'tn fresn adhesions 


to the gallbEdaer and live' The auocenum was divided, 
dosed 1\- in. bewond the pylorus and a dram was pEced 
do-wa to the s t ump After the operaaon he era muen trouble 
with vrad. ana me stoma did not worst well until me fointh 
da~, wnen he cad a bowel acnoa. He contmued to have some 
coIicjcv pam reLeved o** enemas on April 20 Hr: pem became 
more constant and on April 21 he nad suaaea severe pam 
wim shock and swecimg A oirgnosis of a perforanon was 
mnee, a Eparomm" was cone ana me first IS in. of jejunum 
was found to oe m'enselv mnamed ana of ussne-paper con¬ 
sistence. There ■was a senes of ulcers three of wnicn hca 
slougned ana perfora'ed. The perfomuons were o-ersevm 
and a free omental graft was applied. The paueni oia not 
raHv and d-ed about sne hours after me operanon. -A post¬ 
mortem esammanon confirmee me clceranon of me jejunum. 
The s'omacn and cuoaenal surure Imes were soimo. The 
panen* was not given anv cnemotnerapj after cperatian. 

TEE SECO-\D p.iTIE'STT 

A man, aged 24 gave a cistorv of four veais’ ra.gastnc paub 
vluca vas shown to oe cue to a auocenal ulcer On Jul~ 11 
1958, gastrectemT vas performea, five-^nuhs of me storcacn 
bemg removed. The cuoaenal ulcer was posterior ■with scar- 
rmg but vas not too adherent. A duodenal closure vas cone. 
The anastomosis ■vas complerea as cescribed (figs 1 ana 2j and 


Fis 1—Afferent and efferent loops in Polva gasrcrectoniv 

5CK) 000 units penicSlm and 1 g 
of strep'omvcm m 5 ml. salmc 
were put mto the pentoneal cavitv 
cefore doHire. Ice portoperatrre 
progress ■was normcl tmtil me lugm 
of Julv 13 ■wnen he had an attack 
of cvspncea wcicn the house- 
surgeon thought ■was cue to astnma. 
On me mommg of Julv 14 he 
seemea a Iirde unwell ana cad 
abdominal Gistension. There ■was 
no n^e in tne puEe-rate or tem- 
peiarure. A vertical X-rav filTTi 
of the abdomen snowed Suia le^eE m the small bowel, 
and gas m a loop m me 'eft h~pocnonciiuni wnicn was tnought 
to be me sp'eruc Sesnre of the coEn. Bv 4 pal, he had had 
tnree nronons, but the abnomea was «Till a htlle cistenced 
and ■was silent. 

An X-iav at 7 pal snowed fewer fluid levels m me small 
intestme. and mo's gas m tee so’enic flexure. On Julv 15 he 
haa SIX motions, tne aodomen ■wai softer ana onlv a little 
cis'ended. On Julv 16, the ciawacsa was les' His temperature 
was abou* 100 F, and his puEe-iute 90-100 On Julv 17 ce 
had five mouons and on the next dav tne ciarrhcEa continued 
ana his tempenrure rose to 102'—lOS'F He developed a 
■widesorecd broncnopneumonia conflrmed b- X-ra— The 
abcomen cecame cis'ended and an X-mv showea no fluid 
IcvHs but gas m me left co’on with a supenmpo'ea cis'enaed 
loop of smell bowel in the left hvpochonc m.m. Xex- dev 
die abdomen wes even mo'e c-S'endea mough tienstclsA was 
still present. .At midacv he cca a smell vomit of deer Su.d 
and his contLtion dcrenowred. .A Levm tuoe was nassed c-' 
onlv a httle cuear fluid was aspirarea. An X-ray of the aodomen 
now sho~ed orflv a dis*ended loop m me left CTOcnondnum, 
wc.cn looked as if it "US vwan boweh 

A Eocwj'om'' was per'o'med tnro..gn me p-ewo-s mens oru 



Fig 2 —^Suspe=sira of lesser 
carve oX stoiss^; after 
Polva saAtr e c-tu^v 
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The proximal 2 ft of jejunum were grossly distended and 
inflamed, but not obstructed There were four sloughs about 
1 ft from the duodenojejunal flexure, the longest of which 
ruptured as the loop was delivered One, about 9 in Jow'cr 
down, had already burst and spilled into the peritoneum All 
sloughs and perforations were oversewn, or closed with two 
layers of interrupted thread The distended upper part of the 
jejunum was decompressed with n Uruteke doublc-lumtn tube, 
introduced through a stab-incision in hcalthj bowel wall which 
was closed WTth a purse-string suture The rest of the small 
intestine was of normal size The duodenal and stomach 
suture lines were healthy 500,000 units of penicillin and 1 g 
of streptomycin were left in tlie pcntonual cavity, and a 
suprapubic peritoneal dram W'as inserted His condition was 
fairly satisfactory after operation, but he died at 2 30 a M on 
July 20 Penicillin 500,000 units and streptomycin 1 g were 
given twice daily intramuscularly from July 14 to July 16 
On July 18, penicillin 100,000 units and streptomycin 1 g 
twice daily intramuscularly was begun Permission could not 
be obtained for postmortem examination 

THE THIRD PATIENT 

A man, aged 18, gave a history of twenty days’ epigastric 
pain before admission He was found to have a duodenal 
ulcer After two weeks’ medical treatment, he still required 
morphine injections for pain A gastrectomy was performed 
on Aug 14,1958, when five-sixths of the stomach was removed 
A chronic duodenal ulcer was found penetrating the pancreas 
posteriorly, and puckering the anterior wall of the duodenum 
A prepyloric closure was done 500,000 units penicillin and 
1 g of streptomycin were left in the peritoneal cavity before 
closure Next day, he appeared well and a few bowel sounds 
were present On the morning of Aug 16, he passed flatus, 
but bowel sounds were absent and his abdomen was slightly 
distended Small amounts of clear fluid were being aspirated 
from the Levine tube At 5 30 p M , he was more distended 
with occasional bowel sounds He passed no flatus after a 
flatus tube was inserted A vertical X-ray showed distended 
loops of small intestine with gas in the colon He passed much 
flatus after a turpentine enema A further vertical X-ray 
showed distended loops still present, and gas in the colon At 
9 30 1' M , though still distended, he passed more flatus, and 
had vigorous peristalsis 

Next day, Aug 17, there was still vigorous peristalsis, and 
some lower abdominal distension A considerable amount of 
greenish fluid was now being aspirated An enema gave a good 
result, and the distension Of the lower part of the abdomen 
disappeared A vertical X-ra> of abdomen showed a distended 
loop of bowel in the left lijpochondrium, superimposed on a 

distended colon The radio¬ 
logical appearances resembled 
those of the previous patient 
(ease 2) 

A tentative diagnosis of in¬ 
flamed,distended efferent loop 
was made, and the abdomen 
reopened Tlic proximal 18 to 
21 in ofthc efferent loop were 
intensely inflamed and dis¬ 
tended, and showed multiple 
ulcers which had not >cl 
sloughed The bow cl wall was 
V erj friable An opening w as 
made into the jejunum below 
the inflamed area, and the 
bowel was decompressed with 
a Brucckc double-lumen tube 
One Levin tube vvas thvn 
passed through the opening 
into the inflamed proximal 
bowel, and one a long vvaj 
downwards along the distal 
jejunum (which appeared nor¬ 


mal) The opemng w as closed w ith a purse-string suture The 
bowel wall was then sewn over both tubes, as in a VTuzel 
jejunostomy The tubes were brought out separated througli 
stab-wounds, and the loop w as attached bj a few sutures to the 
adjacent abdominal wall 500,000 units of pcntcillm and 1 g 
of streptomycin in saline were left in the peritoneal cavity 
After operauon, hourly aspiration was applied to a Levin tube 
in the stomach, and conunuous suction to the Levin tube in 
the proximal part of the efferent loop The tube into the distal 
part of tlic efferent loop was spigoted, and the patient vvas given 
parenteral fluids and electrolytes 

After two days, '/a oz plain water vvas administered hourly 
by the distal tube By Aug 23, this had been increased to 
6 pints of half-strength milk in 0 3 N saline per twenty-four 
hours, given by continuous drip, with added potassium chloride 
4 5 g daily The bile aspirated from the proximal tube vvas 
filtered, boiled, and returned through the distal tube to the 
bowel On Aug 24, the proximal tube vvas removed from the 
efferent loop I'ccding by mouth was increased, and feeding 
through the distal tube was decreased daily The distal Levin 
tube was withdrawn on Aug 29 Thereafter, he was given 
soft solids and gradually progressed to a normal diet The 
fistula; from which the tube’s had been withdrawn healed 
quickly The Levin tube in the stomach had been withdrawn 
earlier on Aug 25 

Discussion 

The appearance of the affected loop of jejunum in 
these eases was similar to that of a localised nccrotising 
enteritis It also bore some resemblance to the appearance 
of the bowel after a mesenteric thrombosis This possi¬ 
bility was not thought of until recently, and no note 
was made at operation about the arterial supply to the 
affected segments, though venous congesuon was seen 
in all the eases \Vc have had a recent ease of mesenteric 
thrombosis in a patient with Buerger’s disease, and we 
were surprised at the similarity in appearance, though 
the segment involved vvas much longer The resemblance 
of these eases to those reported by Watson (1958), with 
distension of the afferent loop, is interesting 

The operative procedure adopted in the third ease was 
successful Resection of the affected loop would have been 
very difficult in all these patients because of tlic upward 
retraction of the stomach, the uncertain upper demarcation 
of the segment jnvolvcd, and the intense inflammatory 
reaction Once necrotic ulcers have developed, or per¬ 
foration has occurred, it is difficult to know whether any 
treatment other than resection would be successful A 
plea is made for early laparotomy on all eases of Polya 
gastrectomy that show some definite departure from the 
normal course of recovery A sudden change in wellbeing, 
an unexplained colicky abdominal pain, distension, and 
restlessness should be enough to arouse one’s suspicions 
Peristalsis may persist for some time, and there may be 
very little in the way of rigidity and guarding The 
pauent may be passing flatus, or even having loose 
motions Abdominal distension and ileus occur much 
later when perforation has taken place and then it may 
be too late to do anything 

Summary 

Three eases of early severe postoperative ulceration of 
the clfcrcnt jejunal loop after a Polya gastrectomy arc 
described 

The clinical manifestations v ere a change in well-being, 
upper abdominal pain, some distension, and persisting 
peristalsis 

Decompression of the loop was successful in one ca^c 

The cause of the condition is unknown and it is 


Levin tube in 
stomach remnant 



lie 3—Cott 3 rt>*iIlon of Levin 
tube* nficr operation for 
Indammotlon of eRerent loop 
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suEECSted that it may be associated Tnth necroDsmg 
enteritis 

1 men tfcmik Mr TC \L Capper for penaisnoa to publish the 
details of the first paneat, Mr GeoSrev Darhe, who performed toe 
firs* ooeranoa oa this paneat, and Mr Charles Bartlett, who caiae 
to my assistaace at the time of the second operanoa. 
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ASBESTOSIS AND ABDOAONAL NEOPLASMS 

E E Keal 
M iLCJ>, D C JL 

s~WTtTJ p-dSTRAP E, r-V.S 'i- MCDICEC, TWO S CHIST CT.tNlC, AKD 
SILtlNGBaCjt HOSPITAL, LEDS, 14 • 

Ik 1953, an impression was formed at The London 
Hospital that women sugem^ from pulmonary asoestosis 
had ovarian neoplasms more often than other women. 
The occurrence of further cases led to the present 
mvesngation, which is based on a search of the records 
of the hospital smce 1948 In that period 23 women 
have been mpanents with a diagnosis of asbestosis 
15 are known to have died, 4 with lung cancers and 
9 with mtra-abdommal neoplasms Of these 9, 1 had 
an ovarian carcmoma, and 4 had peritoneal growths, 
possiblv of ovarian ongm. In the other 4 the diagnosis 

• Ttls vro A ^ras <iKit tht gathc- vrzs r^istrar zz The Lcadon 

Hcsirtal Lortdoi:, E.1 


•TOS cardnomatosis psntonei and, though. 2 under* 
went laparotomy and 1 came to necropsv, no primary 
lesion was foimd. Durmg the same period, 19 men were 
admitted with asbestosis 15 of them are known to have 
died, mdudmg 10 with lung cancer and 1 thought to have 
a mahgnant mesothehoma of peritoneum though there 
were some features suggestive of a primary bronchial 
neoplasm Detailed case-histones will be given onlv for 
the 9 women with ovarian or peritoneal growths, and for 
the one -man thought to have a peritoneal mesothehoma 
Relevant details of the other cases are summarised m 
tables I and n, and wiU be bneflv discussed Aianv other 
panents with asbestosis attend the hospital, but only as 
outpatients, and so do not appear m the diagnostic mdes. 
Their total numbers are therefore not known 

Case-records 

Occupanonal histones are ormtted for brevity, but will 
be found m tables I and n 

Case 1 —A spmster, aged 42, was admitted m May, 1951, 
with papHloedeimc hvpertension and left veatncular feilure. 
A diagnosis of asbestosis had been accepted bv the pneumo¬ 
coniosis panel five years earher and a full pension granted. 
'^Thile m hospital she had retention of urme, and pelvic 
esaminanon revealed a swellmg m the pouch of Douglas A 
week later she suddenlv became unconsaous, wnh signs of a 
left hemiplegia, and she died shortlv afterwards 

XeCTopsy —^Death was due to an embolus m the right carotid 
artery There was no pleural efiiision, but there was a narrow 
band of fibrous adhesions over the anteromedial surface of the 


TABLE I—0,SES OF ASBESTOSIS (WOMEN) 


London 

1 Passu sgt 1 

1 Tears «tscs 

’ DursGon cf 1 



Hcsp*icl 

camber 

i erases^ 

\ death ' 

fir<- 

^ erptfsure 

‘ exposure } 
j (years) ; 

Tvpe c*’ expense 1 

Associ3*ed diseas 



22,15 50 
22152,9 
51,01 ,9 
I.167S52 
4709 53 
15921 55 
41550 ,7 
37250 53 
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17S25,S 
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-16720 ,9 
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Of 
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53 
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1 departniear 

4 No*- kEsrsra 

1 nies-ii ’ XTarpsis 

7 A_bes^ grmdsig 

•* * Asbesto s ■^ezvtzig 

20 * M a t tr e ss depcrcraest 

3 Asbestos 

3 ' I-cspec:5ed 

13 ' XjospreSed 

iVa ) Ui2speci5*d 

6 Asbestos ^e a -er 

5 Sweeper xa asoes^os fettcry 

3 Sprr.a-ag d-partaierit 

3 M atr e ss filler 

17 Pipe lapper 

4 Dnspeciiied 


^ Carcsncsia ct^szt 

1 Perroaeal carasesa p^bablr &ora otstt 
^ ^ » » » 

n n ^ ov ar y ’ aesotbeiicssa 

j Ci^tiDcsiarcsis pentmej 
PcrroTi-al carnccraa prebebh freca or er v 
'■ Carcnccnato'^ per n onea 


Circsactna cZ ( guamccs cell) 

» -J (pclvgosal cell) 

„ „ a, z*^,cal cells 

» s» (rrpenc ^*td) 

Las* 'ecu 1951 
■Well 1950 
Wcn 
■Well 

Congestive heert failure 
Chc^ec- ^-ti tis 

Pulmcnarv brpertenacn right hear* faihire, 
c ar canotaa of b’-enst 
Carenaorsa o... ^*xei: 2 cn 
Car e m osaa of breast 
Conzestive hear'-feUnre 


ChASES OF ASBESTOSIS (MEN) 


J Lcnden 
Ko*p*t2l 


272-0 56 
22429 51 
1520, 53 
11207 59 
2-rS~7 56 
3S115 56 
20223 57 
195S5 
2,926 
2613 56 
42921 
3719 -,3 
4323, ,0 
23.317 50 
2599 51 
5262 52 
17399 55 
12«I0 
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o-agea^ 

deaJa 


Di-d 50 
Died 60 
Di-d 53 
Died *»7 
D ed 55 
D ed 65 
D ed >* 
D -d 76 
Died 56 
I>ed 53 
D -d 37 
D’ed 65 
56 

D -d 62 
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Died 60 
*,9 
56 
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first 
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23 Qeanmg ventilatcr-s 
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7 Tippa::g asbestos 
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-0 Bo3er co *~e iei 
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IS Bc3er co\eiei - 

4* s xncs AsDes*os ennder 
-.2 BoJer co-er er 

19 As b estos pecker 

7 ' Asbestos packer 

•* i A,ce s *e s t-rxry IsbCFnrer 

6 xncs Breaking up asbestos 
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25 I Lcadmgand Vendingssbestes 


Carcmccna hmg (anaplastic, s^i^ero dJ cell) 

„ „ (poS-gena! cell) 

„ » » (anaplastic, ^hero dal cell) 

„ » » (no- staged) 

» ^ (squamous cell) 

» •, » (squamous cell) 

« » •» (squamous ceD) 

*» « » (squamous cell) 

„ „ (caaplasuc, ^hero dal cell) 

> » r» (Folvgorul ceD) 

Suppurative pn-umoma cereb-al al-'cess 
Emphvtema cungesuve heart-failure 
Bmnchcpneumcn-a <Labrtss xneHrus 

emesis from acu-e gastnc ero^ca 
Calcific a''*m:c stenosis 
B”unchins 
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rif; 1—Case 1 PnpIIInrj, columnar, and cuboldal cell carcinoma, 
with occn'ilonnl nccrcpatcs oflarRcr, pale-stalnlnR polygonal cells 
suggestixe of the whorllng seen in squamous cell carcinoma 
(xllO ) 


right upper lobe All lobes of lung showed a firm shotty 
induration ivith almost confluent nodules of greyish-black 
fibrosis against a paler reddish-brown background The fibrosis 
was more diffuse m the anterior parts of the right upper lobe 
and in the right lower lobe, showing a blue-grey interlacing 
network of fibrous strands The left ovary was enlarged 
(11 cm diameter) by a nodular necrotic cystic caremoma, 
unaccompanied by peritoneal or any otlier secondary deposits 
Histology —^The tumour was a papillary, columnar and 
cuboidal-ccll caremoma, with occasional aggregates of larger 
pale-stainmg polygonal cells suggestive of the whorlmg seen 
in squamous-cell carcinoma (fig 1) The lungs showed pen- 
broncluolar and peribronchial interstitial fibrosis with some 
slight bronchiolar epithelial hyperplasia Numerous asbestos 
bodies were found, often cnurely or partially mgested by giant- 
cells of die forugn-body type A few asbestos bodies W'crc 
found in a partially fibrotic lular lymph-node 


Case 2 —^Asbestosis had been diagnosed at the age of 40 She 
was admincd when she was 45, with a history of lower abdoirunal 
bcaring-dowai pains for one >ear, followed by anorexia, diar¬ 
rhoea and weight-loss A large hard irregular mass was felt m 
the lower abdomen, arising from the pelvis At laparotomy, 
the whole of the posterior sheath of the rcaus appeared 
infiltrated b\ growdi and no further examination was made 
A biopsy was taken and lustological examination showed a 
carcinoma composed of papillary, tubular, and cuboidal cells, 
suggesting an oiarian pnmary (fig 2) She died in hospital 
after mne months 



ric 3—Cn«c 3 ModrralcI} »clrrhou« tolld rrnbccuUr «mnU poI>- 
ronftl-cell carcinoma with prouplnR of the cell* lupcrttlve of 
roxcttci (xlIO) 


2—Case 2 Papillary, tubular, and solid masses of cuboldal cell 
carcinoma, suRgcstlnR an ox arlnn primary (X114 ) 

Necropsy (Dr B E Heard at St Mary’s Hospital) —There 
were many fibrous adhesions in both pleural sacs with numer¬ 
ous, eiuily scattered, dark nodules throughout both lungs 
Scrapmgs showed asbestos bodies A great amount of grmxth 
filled the peritoneum and imaded the walls of the intestines, 
and the greater omentum There was one nodule in the liter 
The ovaries were not identified in the mass of growth filling 
the pelvis The cause of death was given as carcinoma in 
peritoneum, probably from ovary 

Case 3 —She was found to have asbcstosis in 1953, and was 
admitted one year later at the age of 61, with a five-week histor> 
of abdonunal distension, anorexja, constipation, and progres¬ 
sive weight-loss She was cachccuc There was ascites, and a 
large hard irregular mass could be felt rising from tlic pchis 
She required repeated paracentesis, and died after twelte 
weeks in hospital 

Necropsy —Fibrous adhesions were found at the apex of the 
left lung There was conspicuous diffuse emphysema Asbestos 
bodies were seen in smears from the cut surface of the lung 
Fine fibrosis was present throughout botli lungs with discrete 
areas of antliracosis, maximal in the lower lobes There were 
nodules of growth throughout the peritoneum, wath plaques of 
growth surroundmg the liver and spleen A mass of growth 
filled tlie pelvis and tlic oxarics were not identified On 
histological examination, the lungs showed variable pleural 
fibrosis Numerous asbestos bodies were seen, with patcli) 
fibrosis m the lung-substance Sections of the tumour 
showed a moderately scirrhous solid trabecular small cell 
carcinoma, with grouping of the cells suggestive of rosettes 
(fiS 3) 
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Case 4.—Admitted m October, 1952, wth a three-month 
historv of abdominal swelhng, eakness, and weight loss She 
was ill and wasted The fingers were clubbed Coarse crepita- 
tions were heard at bases of both lungs Chest X-ray show ed 
diffuse reticulation m both lower zones with bilateral pleural 
thickenmg The sputum contamed asbestos bodies There was 
ascites, and a mass was felt on vagmal elimination At lapar¬ 
otomy, a mass of growth filled the pelsns, and there were 
nodules m the omentum and os er the antenor abdo min a l wall 
A biopsy was tahen, and histological examinauon showed a 
seconda^ carcmoma composed of small, cuboidal, tubular, 
and flat cells m omentum (fig 4) The ovary was thought to be 
a probable pnmarv site, though a pentoneal endothehoma 
could not be excluded. She was adirntted on two further 
occasions for paracentesis, but died at home and necropsj was 
not performed 

Case 5 —Admitted m Februarv, 1953, at the age of 52, with 
a six-week history of bearmg-down pains m the lower abdomen 
radiatmg to the vagina and thighs The pam was worse on 
defecation and imctunnon, but there had been no change in 
bowel habits and no blood m stools or urme She worked in 
the mattress department of an asbestos company for three vears 
from the age of 16, and had been breathless on exertion for 
some years but demed havmg had a cough She was ill and 
wastei The fingers were not clubbed There were bilateral 
basal crepitations, and X-ray exammanon showed pleural 
thickenmg at the right bas e, and fine reticulation throughout the 




Fig 6 —Case 7 Nodule of secondary carcinoma from peritoneum, 
composed of solid trabeculse of polygonal cells (X120 ) 


Case 7 —^Thought to have asbestosis when she was adrmtted 
at the age of 38, complainmg of abdommal swelhng for sis 
weeks She was obese and dsspnceic with impaired percussion 
note at both bases and bilateral basal crepitations Chest 
X-ray showed diffuse motthng throughout both lungs with 
pleural thickenmg at the left base No asbestos bodies were 
found m the one specimen of sputum exammed Free fluid was 
present m the abdomen, and a mobile mass was felt m the 
hvpogastnum At laparotomj, the omentum and peritoneum 
were studded with mihary nodules The osanes were cs-stic 
and studded with growth, but were not apparentlv the pnmarj 
site The histological appearance was that of secondarj 
carcmoma m omentum, composed of sohd trabecula of polv- 
gonal cells (fig 6) She died at home six months later, and no 
posnnonem examination was made 

Case 8 —^Admitted at the age of 59 She had worked m the 
slab-makmg department of an asbestos factorv for one year 
when she was 21 There had been no subsequent chest symp¬ 
toms and the chest X-ra> showed no abnormalm, but her 
sputum contamed numerous asbestos bodies She complamed 
of malaise for one year and of mcreasmg girth for fit e months 
There was gross ascites, wnth an irregular mass m the left hypo- 
chondnum and another m the pelvis A barium enema show ed 
some narrowmg m the region of the splemc flexure, thought to 
be due to extrmsic pressure, but no mtrinsic lesion of the colon 
At laparotom>, the mass m the upper abdomen wns found to be 
rolled up omentum, mvaded bj growrh, and there were nodules 
of growth throughout the peritoneum The otanes were 
atrophic and also studded wrth growth No abnormahtj was 
found m the stomach or mtestme The appendix and a piece of 
omentum were removed for histological examination, which 



Fls 7—Cases Denserubserous SbrosU Bndlsmplioc}-tIciii{iItratIon 

witb iU-de&ned mbulcs of polygonal and cuboidal cells tbat show 
no cytologlcal evidence of mabenancy (XI44) 


lung-fields The sputum contamed asbestos bodies, but no 
tubercle bacilh or neoplastic cells The Uver was enlarged, 

- hard, and irregular, and pelvic examination re\ ealed a craggy 
mass m the pouch of Douglas The stools contamed no occult 
blood and a catheter specimen of urme was normal. She was 
I thought to have pentoneal carcmomatosis and further ms esti- 
1 gations were impistifiable She died at home some weeks later, 
\ and no postmortem examination was made 
I Case 6 ^Admitted at the age of 54, when she gat e a history 

of exertional dyspnoea for several years, severe unproductive 
cough for set en months and pleurisy four months earher Her 
I mam symptom was lower abdominal pam, associated with 
1 anorexia and weight-loss The chest was emphvsematous but 
I there were no added sounds, and the fingers were not clubbed 
) Chest X-rav showed no defimte abnormahtj, but the sputum 

^ contamed numerous asbestos bodies There was suprapubic 

i tenderness, and on pelvic examination the uterus was felt to be 

y enlarged, irregular, and fixed At laparotomy, free fimd was 

f present and the pelvis was filled bj a mass of growth of 

imdetenmned ongm There w ere nodules of growth throughout 
the peritoneum A biopsj specimen was taken and histological 
exmnination showed a carcmoma made up of papillarv, tubular, 
md ^boidal cells, suggesm e of an ovanan pnmarj (fig 5) 
She died four months later and postmortem examination was 
/, not made. 
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showed verj dense subscrous fibrosis and lymphocytic infiltra¬ 
tion, with ill-defincd tubular inclusions lined by poljgonil cells 
that show ed no cj tological evidence of mahgnancy (fig 7) The 
pauent was seen once more m outpatients two months later, 
when the abdomen was said to be sohd with growth She died 
at home shortly afterwards and necropsy was not performed 

Case 9 —A 35->car-old woman was admitted to a gyntco- 
logical ward with a three-month history of gradual enlargement 
of the abdomen No history of exposure to asbestos was 
recorded in the notes, but her sister was noted to hate died 
from lung cancer secondary to asbestosis There was dullness to 
percussion at both lung bases, wath dimimshcd breath sounds 
and coarse crepitations The abdomen was greatly distended 
wath fluid Chest X-rays showed loss of translucency over both 
sides of the diaphragm, and the sputum contamed asbestos 
bodies At laparotomy, hard nodular swellmgs were found 
along the mesenteric border of the small mtestine and studded 
over the omentum The ovaries, liver, kidneys, appendix, and 
uterus were normal The patient died seven weeks after opera¬ 
tion 

Necropsy —A layer of soft white growah covered the visceral 
peritoneum over the mtestines, stomach, and pelvic viscera 
There was similar growth over the under surface of the left lobe 



FIs 8—Case 9 Alalnly solid large polygonal cell neoplasm with 
some papillary and some smnli-cell areas with cleft formation A 
few areas show a transitional pattern (X110 1 


of the diaphragm and over the posterior adbominal wall The 
ovaries were normal, but their surfaces were covered with 
growth In the chest, there were tough fibrous adhesions 
between the tight dome of the diaphragm and the lung, and two 
plaques of hj'aline fibrosis in the pleura ov cr the left dome of 
the diaphragm No growth was found in the hilar lymph-nodes 
There was diffuse fibrosis throughout the lower lobes of both 
lungs, with areas of confluent slaty-black antliracosis No 
primary growth was found anywhere Histological cxatrunation 
showed a neoplasm composed of solid, large polygonal cells 
wath some papillarv-cell and small-cell areas, assoaaad with 
cleft formation Occasional areas showed a transitional-cell 
pattern (fig 8) 

Cnsc 24 —Admincd at the age of 50 Three y cars earlier, a 
diagnosis of asbestosis had been made One year before admis¬ 
sion, he anended outpauents wath an eight-month history of 
epigastric discomfort, unrelated to meals but worse at night 
'nicrc were no abnormal signs and a banum-meal examination 
showed no abnormahtv He had some relief from alkalis, but 
vague abdominal discomfort persisted, and for two months 
before admission then, had been loss of appetite wath mcreasmg 
girth He was ill and wasted The percussion note was im¬ 
paired at both lung bases and there were bilateral basal crepi¬ 
tations The abdomen was tense with fluid, but, after para¬ 
centesis, a large epigastric mass was felt Chest X-ravs showed 
diffuse reticulation, maximal in the lower zones The sputum 
contained asbestos bodies He died after three months m 
hospital 


Nccrospy —Firm fibrous thickcmng of the parictnl pleura 
was present over the posterior chest wall, parucularly on the 
right There was slight diffuse fibrosis of the visceral pleura 
throughout, with underlying anthracotic flecking Tlie luncs 
show ed slight diffuse mduration, w itli scattered areas of anthra- 
cosis No macroscopic caremoma was found in tlie bronchi, or 
hilar lymiph-nodes In the mesentery’ of the ilium, a nodular 
firm fibrous mass was found vvhich separated easily from the 
postenor abdominal wall There were numerous noduks of 
growth in the lesser omentum, and around the pylorus of an 
otherwise normal stomach Further nodules and plaques of 
growth were found throughout the pentoneum, in manv places 
indcntmg the mucosa of the large and small bowd, but no¬ 
where infiltratmg the mucosa On histological cxaminauon, 
the tumour shown w'as composed of small cuboidal cells wath 
papillary, cleft-hkc, and tubular formauon There were a few 
areas of larger, less w cll-differentiated cells, and also some areas 
of myxomatous degeneration This neoplasm was present in 
the serosa of ileum, spleen, and the peritoneal surface of the 
diaphragm, with one solid trabecula of cells extending through 
the diaphragm mto the hyalmc, fibrotic pleural surface There 
were small clumps of cells in a cannal lymph-node, which also 
contamed asbestos bodies In the lungs, there was moderate 
peribronchiolar and pleural fibrosis with numerous asbestos 
bodies A httlc bronchiolar epithelial hyperplasia w as seen m the 
nght lower lobe 

Asbestosis Discussion 

The first recorded case of pulmonary asbestosis was that 
of a patient who died in Charmg Cross Hospital, London, 
m 1900 Details were given to the Departmental Com¬ 
mittee on Compensation for Industrial Diseases (1907), by 
Dr Montague Murray It was not until 1930, when a 
further inquiry was held (Merewether 1930a and b, 
Merewether and Price 1930), that asbestosis was recog¬ 
nised as an industrial disease in this country and measures 
were taken to prevent it By the nature of the work 
involved, these measures were unlikely to be wholly 
successful, and it is of mtercst that of the 42 cases in 
this series, ten (8 men and 2 women) were first exposed 
after 1930 

Asbestosis and Lung Cancer 

Lynch and Smith (1935) reported the first case of lung 
cancer associated with asbestosis In 1952, Hueper (1952) 
was able to collect 61 pubhshed examples Of 99 detailed 
by Hueper (1955), 82 originated m England The first 
statistical review was that of Merewether (1947), who 
reported the finding of lung cancer in 13 2”'o of 235 
necropsies on patients with asbestosis This was compared 
with an incidence of 1 32% among 6884 cases of silicosis^ 
Wyers (1950) reported an incidence of 14 8% among 115 
necropsies, and Gloync (1951) found lung canccr^in 
14 1% of deaths associated with asbestosis Doll (1055) 
provided further confirmation of a causal relationship with 
his invcstigauon of necropsy reports on 105 persoms who 
had been employed at one asbestos works Lung cancer 
was found m 15 of 75 cases with asbestosis, and m 3 of the 
30 cases witliout asbestosis He concluded that the risl of 
lung cancer among men employed for twenty years c 
more was ten times that of the general population 

Such a dirca assoaauon is not universally accepted^ 
Jacob and Bohhg (1955), in Dresden, studied M3 cases o^ 
asbestosis and found only 4 cases of lung cancer, but 15 
assoaated activ c tuberculosis They state that, during the 
past twenty years, tlie average number of asbestos w or) cH 

throughout Germany has varied betv cen 3000 and 4000 
but that only 17 cases of lung cancer have been reporte 
among tlicm Braun and Truan (1958) cniiasc statistics 
based on necropsy findmgs vvaihout reference to the popu 
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laaon at nsk In an epidenuological study of over 6000 
workers in the asbestos mines of Quebec, they fovmd only 
9 proved limg cancers—an madence of 25 3 per 100,000 
of the populaoon studied Comparmg this mcidence with 
that of 22 5 per 100,000 for the rest of the provmce of 
Quebec, the> conclude that the absestos workers do not 
have a significantly higher death-rate from lung cancer 
than do comparable sections of the general population 
The present senes is too small for statisucal analysis, 
but It will be seen that the madence of lung cancer at 
necropsy is very much higher than any previously reported 
—particularly among the men, where it is 67% This is 
largely explamed by selection, smce 6 of the 10 men were 
referred chrectly to the mediral and surgical thoracic umts 
from other hospitals with the diagnosis, either provisional 
or estabhshed, of limg cancer The same eicplanation does 
not hold for the females, who all attended at general 
medical outpatients, thus givmg a lung cancer madence 
of 26% of all deaths assoaated with asbestosis It wiU be 
seen from table iii that the average duration of exposure 


table in— PERIOD SDsCE FIRST EXPOSURE AlO) DURATION OF EXPOSURE 
OF 35 CASES OF ASBESTOSIS, ASBESTOSIS WITH LUNG CANCER, AND 
ASBESTOSIS WITH PERITONEAL CANCER 


— 

Number 
, of cases 

Years smce 

1 first exposure 

Duration of 
exposure (>ears) 

M 

1 ^ 


F 

M 

F 

Asbestosis and peri- 

1 

: 8 

26 

30 7* 

23 

5 8* 

toneal cancer 




21-38t 


l-21t 

Asbestosis and lung 

10 

4 

24 6* 

25* 

14 3« 

9 7* 

cancer 



5-45t 

15-38t 

2-45t 

V..-20t 

Asbestosis alone 

4 ! 

9 

30 0* 

23 5* 

19 1* 

7 2* 

(living) 



lS-42t 

18-33t 

‘/.-42t 

3-17t 


‘ Average, t Range, 


of the 4 women with lung cancer was only about nme and 
three-quarters years whereas the average penod from first 
exposure to death was twenty-five years, suggestmg that 
time of exposure is not the most important factor m the 
development of lung cancer Merewether (1947) also 
noted that the average age of death with asbestosis and 
carcmoma of lung was about fifty-two years agamst about 
forty-four years for those with asbestosis alone, though 
there was httle difference m the duration of exposure 
Hueper (1951) draws the conclusion that many of these 
patients die from asbestosis before their limg cancers have 
time to develop 

As m other reported senes, there is no great pre¬ 
ponderance of any one cell type Of 15 lung cancers, 5 
were squamous, 8 anaplastic, and m 2 others the tvpe was 
not stated It is worth noting that the 4 women with lung 
cancer were all nonsmokers 
Asbestosis and Peritoneal Cancer 

Leicher (1954) reported the case of a 53-j ear-old 
asbestos worker who had suffered from asbestosis com- 
phcated by pulmonary tuberculosis for several years, and 
who died m 1952 from tuberculous memngiDs At 
necropsy, the pentoneum was found to be studded with 
nodules of growth and there were plaques of growTh over 
the pentoneal aspert of the diaphragm This was thought 
to be a “ primary corucal cell tumour of the peritoneum ” 
No typical asbestos bodies or fibres were seen m the 
tissues of the tumour, but asbestos was demonstrated 
thereby X-raj-diffracuontechmques Bonseretal (1955) 
appear to hav e made the only prenous reference to a high 
madence of abdommal neoplasms assoaated with 
asbestosis Out of their senes of 72 cases, 4 (1 man and 
3 women) had pentoneal cancers Of the 3 women, 2 had 
been thought to have ovanan pnmanes (Bonser 1959) 


TABLE IV—CAUSES OF DEATH OF 15 MEN AND 15 WOMEN WITH 
ASBESTOSIS 


— 

1 

Women 

Ovanan or pentoneal cancer 

1 

9 (60"o) 

Carcinoma of lung 

10 (.67%) 

4 (25%) 

Pneumonia 

2 


Other caiues 

2 

2 


In the present senes, 9 of 15 deaths m women were 
assoaated with ovanan or pentoneal cancer, an madence 
of 60% In one case (no 5) the diagnosis was only climcal, 
and there was nothmg m the history or exammation to 
maimmate any particular organ as the site of the primary 
lesion In the remaining 8 cases, ather laparotomy or 
postmonem exammation was performed Only 1 (case 1) 
had a defimte ovanan neoplasm without pentoneal 
mvolvement In every other case there w'as diffuse peri¬ 
toneal growth with asates In 4, the pelvis contamed 
a mass of growTh and the ovanes w ere not identified In 
2 other cases, the ovanes were said to be studded with 
growth but were not, apparently, the site of the primary 
lesion, m 1 case the ovaries were cystic but not mvolved by 
growth 

Case 24 was the only man to show a similar picture of 
diffuse pentoneal cancer An mtensive exammation 
revealed no maaoscopic evidence of a primary growth, 
but subsequent miaoscopy showed bronchial epithehal 
hyperplasia m the right lower lobe, and tumour-cells m a 
hilar lymph-node In addition, there was a sohd trabecula 
of growth extendmg through the diaphragm, which may 
have ansen on ather the pleural or the pentoneal aspects 
In this case, and m case 9 where plaques of growth were 
also found on both aspeas of the diaphragm, the possibihty 
of a missed bronchial primary is more difBcult to refute 

It is possible that these cases do not represent a new 
pathological entity but are all cases of secondary carcmoma 
from bronchial pnmanes The occurrence of secondary 
deposits from bronchial carcmoma, manj months before 
there is climcal or radiological evidence of the primary 
lesion, IS fa mili ar to all Even at necropsy, a small primary 
growth m the wall of a penpheral bronchus is easily missed 
unless specifically sought The absence of climcal or 
radiological evidence of lung cancer m the 10 cases of 
pentoneal cancer descnbed does not ehmmate this 
possibihty, nor will the negame record of such a primary 
entirely convmce the scepncal Yet the findmgs differ 
from those usually associated with caronomatosis from 
lung cancer m which it is common to find deposits m fiver, 
adrenals, and kidnejs, but most unusual to see diffuse 
pentoneal mvolvement wathout such deposits How ev er, 
Bonser et al (1955) and Bonser (1959) attach importance 
to the plaques of hyaloserositis tethenng the base of the 
lung to the upper surface of the diaphragm m many cases 
of asbestosis, as m case 9 and case 24 of this senes Thej 
consider that the consequent alteranon of lymphatic 
drainage of the region offers a means of spread to the 
abdomen of cancer ansmg m sequestrated bronchial 
epithelium On the other hand, this explananon is difficult 
to relate to the predominance of women m the present 
senes, smce lung cancer is commoner among the men 

2 of Bonser’s 3 pauents with asbestosis and peritoneal 
cancer were thought to have primary ovanan growohs 
Case 1 of this senes was imdoubtedlv ov anan, and, m 4 
others, the ovanes were mvolved in a mass of growth 
fillmg the pelvTS and maj well have been the site of the 
primary lesion In all cases, the histological findmgs hav e 
been compatible with ov anan carcmoma and this has been 

z2 
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the diagnosis in most cases In spite of this, and of the fact 
that all but one of the cases in this senes ha\e been womenj 
some doubt must be cast on this diagnosis In 3 cases in 
which the ovanes were identified they appeared not to be 
the primary site, and, though ovarian carcmoma is the 
commonest cause of imdifferentiated pentoneal cancer m 
women, it is possible that these organs have become a 
dumpmg-ground for other cases of “ carcmomatosis 
peritonei ” m which no defimte primary can be demon¬ 
strated 

Wyss (1953) reported the findmgs of asbestos fibres in 
the urme of patients with asbestosis Stovin (1959) found 
asbestos bodies m the thyroid of case 38, at necropsy, and 
Bonser (1959) states that asbestos fibres were found in the 
spleen of one of Stewart’s cases of asbestosis These were 
chance findmgs and it is possible that more dihgent search, 
such as that of Leicher (1954), nught produce further 
etadence of a hematogenous spread of asbestos fibres and 
their eventual deposition m estrapulmonary tissues It is 
beyond the scope of this article to review the evidence for 
“ chemical ” versus " mechanical ” carcmogenesis m asbes¬ 
tosis, but there is much support for the former concept If 
this be accepted, it is conceivable that peripherally 
deposited asbestos may provoke local neoplastic change 
McLaughhn (1959) has described a carcmoma on a 
doctor’s finger at the site of penetration by asbestos fibres 

It remams to be explamed why the peritoneum should 
be so frequently mvolved without any reported increase m 
other extrapuhnonary neoplasms Primary mesothehal 
tumours are rare, and even the concept of “ pleural 
mesothehoma ” has now been largely abandoned m favour 
of lymphatic spread from an imderlymg bronchial neo¬ 
plasm or primary growth elsewhere (Smart and Hmson 
1957, Hinson 1958) Hugh-Jones (1960), however, 
suggests that this type of tumour is more common in 
patients with asbestosis Vorwald et al (1951) suggested 
a mechanical factor, related to length of fibre, m the 
producuon of asbestosis, and in the course of thar expen- 
ments on rats were able, by mjecting asbestos fibres, to 
produce a fibrotic reaction m the peritoneum, but not in 
hver, spleen, or subcutaneous tissues They attributed 
this to movement taking place between peritoneal surfaces 
It has been suggested that such fibrosis may play a part m 
the development of neoplastic changes, and tlus is sup¬ 
ported by the recent work of Menkm (1960), who produced 
evidence of a growth-promotmg faaor m mflammatory 
exudates and suggested that this may act as a cocaremogen 
Such a factor, together wath the “ chemical ” factor m 
asbestos, maj determme selection of the peritoneum as 
the site of tumour-formanon following the transdia- 
phragmanc or hrematogenous spread of asbestos fibres 
To support this theory it would be necessary to demon¬ 
strate the earlier stage of pentoneal inflammation in 
pauents with imcomphcated asbestosis The further 
difficulty of the great predominance of women with 
pentoneal cancer in this senes might be explained by the 
greater disposition of men to lung cancer, whether this be 
related to sex, associated bronchins, smolang habits, or air 
pollution It will be seen that the average penod after 
first exposure for the 14 patients with lung cancer was 
under tvv enty -fiv c y ears compared with thirty y ears for the 
group with, pentoneal cancer 

It IS clear that no single sansfaaory explananon for 
these cases can be drawn from ilie available matcnal, 
though thev appear to form a chmeal entity of staustical 
significance 


2 cases in this senes require further comment In case 8 
there was a clear history' of exposure to abscstos dust, and 
her sputum contained asbestos bodies thirty-three years 
after exposure ceased In spite of this, she hid no chest 
symptoms. X-rays of her chest showed no defimte abnor- 
mahty, and she could not be said to hav e asbestosis From 
the chmeal course and operative findmgs there can be httle 
doubt that she had peritoneal cancer In a similar way ca'^c 
27 developed lung cancer with asbestos bodies in his 
sputum twenty years after removal from exposure to 
asbestos dust, without any intervemng sy'mptoms or radio¬ 
logical changes to establish a diagnosis of asbestosis 
Clearly the question of chemical carcinogenesis, whether it 
be due to the asbestos itself or to some product of its 
reaction with the tissues, is of medicolegal interest in these 
cases In the past, Hueper (1951) has commented on “ the 
apparent dependence of cancerous changes in the lungs of 
asbestos workers upon the presence of asbestosis ’’ 


Summary 

23 female and 19 male cases of asbestosis are sum¬ 
marised with details of type and duration of exposure, 
period since first exposure, and associated disease 

Of 30 deaths (15 men, 15 women), there were 14 who 
died with lung cancer—10 in men and 4 in women This 
high mcidence among the men is partly explamcd by 
selection, but this does not apply to the women, who were 
all non-smokers 

9 women and 1 man died with ovarian or peritoneal 
cancer This appears to be more tlian a chance associauon, 
and spread from undiagnosed lung cancer seems unlikely 
At least four of the tumours were not of ovarian origin 
Some evidence of haimatogenous spread of asbestos fibres 
IS adduced, and it is suggested that a combmation of 
mechamcal and chemical factors may determine the 
peritoneum as the site of inflammatory and subsequent 
neoplasuc change 

Attention is draw’n to the occurrence of bronchial 
carcmoma in one patient and of pentoneal cancer in a 
second The sputum of both pauents contained asbestos 
bodies many years after removal from exposure, but there 
was no other evidence of asbestosis 

I nm indebted to Dr K M A Perry, Dr A I G McLaughliHi 
Prof D S Russell, and Dr G M Bonser for much advice and 
criticism in the preparation of this article Dr P G Siovin of the 
Bernhard Baron Institute of Pathology at the London Hospital 
ivindly provided the photomicrographs, and was responsible for many 
of the pathology reports 
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THE PROBLEM OF 
PULMONARY EMPHYSEMA 
THE AUSSING LINK BETIATEEN STRUCTURE AND 
FUNCTION 

Israel Rappaport 
M.D Columbia, N Y 

Edgar Mayer 
M.D New York Umversity 
NEW YORK 

Pulmonary emphysema has remamed an emgma 
because of the failure to find the natural link between 
stijcture and function in the lungs This has now been 
realised, and more information is bemg sought on the 
form and function of p ulm onary strucmires Long ago, we 
proposed a new concept of the relationship, on the basis 
of which emphysema can be interpreted as pulmonary 
msuffiaency 

Smce then, much new evidence has appeared that the 
terminal structures of the lungs m vivo have activities 
such as we postulated—activities which have previously 
remamed unnoticed m studies of dead organs Although 
our views are soil largely hypothetical, there are suffiaent 
data for a new approach to the problem of emphysema 

Past and Present Hypotheses 
Laennec was obviously aware of the need to explam 
pulmonary emphysema by a hnk between structure and 
function He named the disease for the distended 
airspaces which he beheved to be its essence Considenng 
the state of knowledge m his tune, it was natural for 
Laeimec to beheve that the visible movement m breathing 
IS the sole function of the lungs He beheved that 
emphysema was most reasonably esplamed as the 
mechamcal effect of obstructed breathmg 
Laennec conceived of a speaal type of inflammation causmg 
obstrucoon in the bronchioles Vill emin logically speculated 
about a speaal affection of the myoelasnc structures concerned 
with the f ailin g elasnc recoil of the lungs The majority of 
pathologists and clini c ians smce Laennec have contmued to 
discuss various morbid changes of acquired or inherited ongm 
m the different component structures (vessels, bronchi, 
connective tissue fibres) which lead to their weak enin g by 
destruction or atrophy, and so lay the lungs open to me chanical 
distortion of its architecture by forces of breathmg Smce 
the major force m breathmg is exerted by the bellows mechan¬ 
ism of the thorax, it was only natural that many observers 
looked upon c han ges m the dioraac bone structures as the 
primary cause of emphysema. 

In modem tunes, the trend has been to return to 
Laennec’s idea of bronchial mvolvement as the primary 
cause / 

Some observers speak of an active funenon of the bronchi 
disturbed by a vanety of agents—^mfecnon (McLean 1958), 
allergy (Lister 1958), or toxic damage by air pollutants 
(Heppleston 1954) Bronchial dysfunction IS assumed to be 
the factor m overdistension of air spaces by air trappmg due 
to collapse of bronchioles, collateral venulanon, and the 
mechanical effects of disturbed breathmg Some observers 
(Dayman 1956) object to the assumption that aenve bronchial 
funenon is superfluous smce the mechamcal effects of dis¬ 
turbed breathmg—au trappmg and its sequela:—are well 
explamed even without aenv e funenon of the bronchi 

In these pathogenetic concepts, the only common 
denonunator is the lung conceived as primarily an organ 
of motion, the mechames of which are such that, when 
they are disturbed, distortion of its architecture results 
This takes the form of emphysematous distension of the 
air spaces It has long been recogmsed that practically all 


affections of the limgs can cause this The multipliaty 
of potenaal ongms became so bewildenng by the turn 
of the century that Hof&nan (1904) stated that emphysema, 
as a primary idiopathic disease of uniform snology, was 
a mere mvi Now, half a century later, Liebovv (1959) 
again pomts to the futihty of seekmg for a smgle cause 
Yet the myth of primary' emphysema contmues to survive 
Chrome bronchiohns and bronchitis of msidious ongms 
and subchmeal progress are supposed to imtiate the 
mechamcal pathogenesis desenbed ^ 

All this time, pulmonary phyrsiology has been concerned 
with measurement of ventilatory' turnover of air, and of 
breathmg capaaty, with measurement of the forces 
mvolv ed m breathmg, with comphance of the structures 
of the lungs and chest, and with measurements of resis¬ 
tance to air flow m the airways These parameters of 
breathmg and ventilation are usually equated with lung 
function proper, particularly m reference to emphysema 
Pulmonary physiology can be said to hav'e grown out of 
the study of emphysematous patients In them, disturbed 
ventilanon is an early manifestation which lends itself 
to exact measurement This favoured the equation of 
ventilatory activity with pulmonary function, and tended 
to confirm the mechamcal concept Thus modem 
physiology has promoted the surviv'al of Laennec’s ideas, 
and perpetuated the behef of the lungs as an organ of 
motion These behefs are responsible for the failure to 
solve the problem 

It is remarkable that such concepts of Laennec have 
survived m spite of a century and a half of mcreasmg 
knowledge of pulmonary' medicme 

Adherence to the mechamcal concept of lung function 
and of emphysema has mainly been responsible for failure 
to relate this disease to the primary function of the lungs 
—^namely, gas exchange Modem physiology has not 
neglected the study and measurement of pulmonary gas 
exchange Ingemous gas analytical techmques have been 
elaborated, and are used to measure gas diffusion-rates 
and pressures Abnormahaes m gas exchange are now 
attributed to impaired v entilation and circulation, and are 
mterpreted mostly m terms of impaired distribution of 
these through all parts of the lungs 

The prevaihng teadung is that gas diffusion m the 
lungs IS detemuned solely by the effiaency of venolaaon 
and by the blood-flow m the alveolar capillanes The 
ultimate faaor m controlhng the surface available for 
gas diffusion is presumed to be the effiaency of the cardio- 
arculatory pump Smce gas diffusion is a purely phy sico- 
chermcal process, the structures of the surface over which 
diffusion takes place are demed any' active role m this 
function The structures of the vast diffusion surface are 
assumed to serve only as a medium through which the 
gases pass, as through any other mert medium The 
possibflity that these structures could play an active role 
m the regulation of the diffusion surface has been over¬ 
looked, m spite of mcreasmg evidence of frequent diffusion 
differences which cannot be explamed by altered v entila- 
tion or arculanon In a large group of puhnonarv diseases, 
gas diffusion is impaired, even though ventilation and 
circulation are maeased For these, the term “ alveolar 
block due to orgamc tissue changes ” has been conceived 
as an explanation to emphasise the whoUy passive role 
of the diffusion surface Recent studies, however, have 
revealed many mstances of reduced difiusmg capaatv 
without such changes m the alv eolar structures, and with 
normal ventilation and circulation Indeed, this has 
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been a most common finding m so-called non-obstnicuve 
emphysema (Rappaport and Mayer 1954) 

Loss of diffusion surface in later life—and often, too, 
m tlie relatively young is an unexplamed finding Fre¬ 
quent discrepanaes between effiaency of breathmg and 
diffusing capacity have greatly mcreased the breach in 
the concept of the lung as an organ of motion This 
hypothesis no longer suffices to explam abnormahties in 
lung function If we consider that the ultimate function 
of the lungs is concerned ivith diffusion of gases across 
the surface membrane, the structures of which are not 
involved m the movements associated with pulmonary 
ventilaoon and arculation, we are forced to conclude 
that the concept of the lung as an organ of motion has 
never been based on a natural hnk between structure and 
function To find that hnk we must conceive an active 
role of the structures of the surface membrane m the 
mamtenance of extent and quahty' of the diffusion surface 

Structure and Function of the Diffusion Surface 
It has often been said that the bodily organs are 
miracles of biological engmeering m that structures are 
adapted to their specific functions This biological 
process is seen at its best m the lungs, the structures of 
which are wonderfully adapted to their primary function 
which IS to create surface for diffusion of gases Gas 
diffusion calls for a surface of extraordmarily large extent 
and yet of extreme dehcacy—i e, the largest possible 
surface of exposure with the least possible amount of 
tissue mterposed between air m air spaces and blood in 
capillaries The lungs consist of a vast number of airsacs, 
endowed with the capacity to create an internal surface 
the size of about half a temus-court—a surface of such 
exquisite dehcacy that its thinness is said to be unequalled 
m the body, a surface constantly recreated m form of a 
senuflmd fUm, even while the frame structures of airsacs, 
bronchioles, and vessels retam the high degree of mobihty 
required for ventilation and circulation 

Although the bulk of the lungs consists of air, they 
appear to the eye as sohd organs because the air is 
contained in a vast number of tiny airsacs These are 
generally thought of as small balloons, alternately inflated 
and deflated by the bellows mechamsm of breathing 
There is evidence, however, that these tmy airsacs take 
but httle part m expansion and retraction of the lungs, 
and that the large volume changes occur m centres of 
airsacs m the milhons of ducts and bronchioles (Hartroft 
1945) Most of the lung v olume is ventilated by molecular 
diffusion, which presumably begms at the bronchiolo- 
saccular junctions (Roos et al 1955) 

The arrangement of the lung appears to be that of a 
vast honeycomb Crowding of a prodigious number of 
airsacs into a small space is accomphshed by infimte 
dividing and subdividing Enormous increase of internal 
surface is accomphshed by paruuomng—i e , alv eohsation 
within airsacs Creation of diffusion surface in airsacs 
goes even beyond this The alvcoh have an exceedingly 
rich network of capiUanes of very fine mesh These 
capillaries are endowed with “erectile activity” and, 
when filled with blood, bulge fonvard into the airspace 
(Rappaport and Miller IQ38, Javkka 1957) This is made 
possible by the speaal nature and acuvaty of the alveolar 
limng membrane, which consists of an exceedingly 
dchcate diaphanous jcllv-like film of changeable quanuty 
and consistence The substance for this membrane, 
secreted by speaal upcs of cells placed at the juncuons 


of airsacs and bronchioles, has the unique power of 
reducing the surface tension to near zero (Bremer 1938, 
Mackhn 1954, Pattlc 1958) Surface tension over the 
curv'ed surface of the tiny airsacs would otherwise be so 
high tliat they would contract, and would require a many 
times greater force of thoracic traction to keep them patent 
Creation and maintenance of diffusion surface by 
activities of terminal lung structures was postulated by 
one of us (I R) many years ago, and was recently 
described agam as “ visceral lung function ” (Rappaport 
1954) Much evidence in recent experimental and 
pathological work supports this view (Radford 1959, 
Clements 1958, Hayek 1956) * So far, only a begmning 
has been made in discovermg the funcuon of the ulumate 
structures, but we already have one tesung mctliod which 
affords at least an approximation of this fimction On 
the assumption that “ visceral function ” operates in 
diffusmg-surface creation and mamtenance, it may be 
inferred that diffusmg-capacity determmations may afford 
an approximate esumate of extent of this surface As 
already indicated diffusing-capacity changes arc quite 
independent of changes in ventilation Breathing capacity 
IS often high when diffusing capacity is low, and vace versa 
These tests obviously measure different categories of 
function rather than different phases of lung function 
When more is known about die nature of this, it is con¬ 
ceivable that chemical assay of enzyme-activating or 
hormone-activating cells that secrete the substance for 
the constantly flowmg membrane of diffusion surface may 
afford a more precise estimate of “ visceral lung funcuon ” 
We may conclude, therefore, that vcnulauon serving 
to refresh air m the lungs is an auxiliary function Diffu¬ 
sion-surface creauon is the primary funcuon of the lungs 
The alveolocapiUary interface is an extraordinary surface 
consututed by umque structures which arc acuvely 
engaged m constant maintenance and adaptauon of 
diffusion surface “ Visceral lung funcuon ” refers to 
acuvity of these structures in constant creauon of diffusion 
surface, and in autonomic rcgulauon of the quality and 
extent of this surface in accord with momentary require¬ 
ments for gas exchange There is ample evidence of 
autonomic funcuon of the bronchiolosaccular structures, 
which may be reasonably mterpreted as serving the 
constantly changing hving diffusion surface The lungs 
are provided with an enormous reserve of airsacs sufficient 
for the needs of severe exeruons in which funcuon must 
be greatly mcreased We postulated that durmg basal 
condiuons of resung funcuon, only a nummal cxTcnt of 
surface-creaung acuvity conunues m some only of the 
airsacs, not all of which funcuon at one ume 

Homocostauc correlauon of the funcuon of pulmonary, 
cardiac, and chest bellows with v enulauon and circulauon 
m the lungs has long been estabhshed One of us (I R) 
postulated also the existence of homocostauc regional 
correlauon of v'cnulauon and perfusion throughout all 
parts of the lungs as indispensable to its visceral funcuon 
The fact of autonomic control of regional funcuon tas 
been confirmed m recent physiologic studies (Euler 1957) 
This supports our assumpuon that airsacs m which vas- 
ccral funcuon has ceased for any reason are also shuntc 
from vcnulauon and arculauon This apphes to altcrna- 
uon of funcuon m the airsacs from rest to exercise under 
normal condiUons, as well as under pathologc^con^ditiuns 
* Lack of space permits onI> a sampling of references to recent k 
on acuvaties of the aheolar surface membrane structure) - 
Inctatutc on this is alreadj citensise and has been rap* ) 
mcreasing 



DECEMBER 3 , 1960 


ORIGINAL ARTICLES 


THE LANCET 1219 


m which whole lung areas are eliminated from function 
which must be taken over by the mtact parts of the lungs 
The problem m emphysema now becomes one of 
workmg out its evolution from “ visceral dysfunction ” 
m an mcreasmg number of airsacs to “ pulmonary 
msuffiaency ” m the whole of the limgs 

The Evolution of Pulmonary Emphysema 
Emphvsema evolves from “ airsac emphysema ” to 
emphvsema involvmg the lungs as a whole, and so 
becomes a manifestation of pulmonary msuffiaency m 
the strict sense of this term 

The basic lesion m “ arrsac emphvsema ” is the 
damaged airsac which ceased to function m diffiision- 
surface creation leavmg only shallow vesOges of alveolar 
sepa This change is functional, implvmg failure of 
“ visceral function ”—^i e, creation of diffusion surface as 
outhned above Xon-functiomng air spaces, enlarged by 
coalescence of alveoh and kept open bv thoraac tracoon, 
become subject to mechamcal enlargement bv air trappmg 
and collateral ventilation due to two faaors (1) the effect 
of thoraac traction up to a certam pomt is the greater 
the larger the air space (Head 1951), and (2) enlargement 
of airspaces leads to relative airway obstruction The 
lumma of fine bronchioles are not widened apace with 
enlargin g air spaces, and, the larger the air space, the 
relanvelv-jiarrower its inlet bronchiole becomes Thus, 
air space enlargement and airway obstruction are both 
natural consequences of “ airsac emphysema ” Failure 
of visceral function m mdividual or m groups of airsacs, 
with Its consequences of mechamcal enlargement, result 
m anatomical anphysema This mav mvoh e many ausacs 
in certam parts, or may be widespread over the lungs 
Failure of visceral function m mdividual airsacs or in 
groups of them may result from any damage to their 
dehcate structures This mcludes the whole gamut of 
infections—allergic inflammanons, and toxic (physical 
or chermcal) agents which reach these structures either 
bv the blood-stream or by mhalanon (fine aerosols) It is 
clmically estabhshed that, m acute damage, the visible 
pulmonary infiltrations may completely resolve, jet leave 
the dehcate structures permanently mjured so that 
emphtsema may appear abruptly (Rappaport 1955) 
Chronic inflammatory processes and long-contmued toxic 
damage are more apt to result m fibronc obhteraoon of 
lung tissue K these are extensive, and pulmonary reserve 
becomes exhausted, they lead to emphysema m the 
unafieaed part of the limg by way of compensatory 
hyperfuncnon 

Failure of visceral function mav also result from long- 
contmued and excessive compensatorv hvperfunction m 
lung areas m which available reserves of functio nin g 
airsacs have become inadequate This is often seen to 
dev elop after resections of whole lungs, or large parts of 
both lungs, when the remainder lacks adequate reserves 
for compensatory function In prmaple, this m no way 
differs fimm emphysema which devdops m rem ainin g 
unaffeaed parts of the lungs m the great vanety of 
diseases which render fimctionless increasingly large 
proportions of available reserves of airsacs The term 
“ compensatorj emphv sema ” has previously been apphed 
to the overexpansion of unaffected parts of the lung which 
were engaged m trulj compensatorv function At the 
present time, the term “ compensatory emphj'sema ” is 
apphed to describe the failure of compensation m areas 
unaffected bj the pnmarv pulmonary disease or re mainin g 
after resecnon of large parts of the lung There is reason 


to beheve that mterference with v entilation and circulation 
IS here a factor m eventual failure of visceral function in 
airsacs long burdened by excessiv e compensatory hjper- 
function We have observed development of emphjsema 
in lung areas where circulation has changed from venous 
to systemic arterial blood-flow by waj of collaterals from 
bronchial or pleural arteries Essentially the same 
prmaple is mvolved m so-called “ unilateral emphy¬ 
sema ” which develops on the basis of hypoplasia of a 
branch of the p ulm onary artery (Belcher et al 1959) 
Fmallj, we have postulated that piilmonary emphysema 
mav also develop on basis of “ lung defects ” of postnatal 
dev elopmental ongm (Mayer and Rappaport 1953) From 
our clinical observations, we are convunced that there are 
cases m which the condinon cannot be traced to pre- 
existmg disease of any tjipe and that some are particularly 
disposed to develop emphysema earlj m hfe as a result of 
trivial exposures, which do not so affect the vast majonty 
of people similarly, or more severelv, exposed This 
disposition IS due to pre-existmg defects m the lungs of 
postnatal developmental ongm 

To understand the evolution of chrome pulmonary 
emphysema, we must constantly bear m mmd that the 
lungs consist of a vast number of airsac umts which can 
aU function together when necessarv, but can also func¬ 
tion separatelv and compensate one another m functioiL 
In every chrome pulmonary disease, regardless of ongm, 
the affeaed lung umts wiU be temporanlv or permanently 
out of function, and this will be compensated by the 
function of rem ainin g imaffected umts Emphysema is no 
exception to this, and, throughout its evolution, consists 
of combmanon of non-functiomng overdistended umts 
(irreversible anatomical emphysema) and compensatmg 
umts which may show evidence of rev ersible overexpan- 
sion according to temporary need of compensation 
Emphysema refers to the whole overdistended state of 
the lungs ^'*ihis always mcludes the combination of over- 
distended non-fvmctioiimg umts (anatomical emphysema) 
and overexpanded compensatmg umts m gready variable 
propornons ^ The greater the propomon of non- 
funcuomng umts (anatomical emphysema), the more need 
there is for compensanon by functiomng umts mvolvmg 
their ov erexpansion which may or may not be reversible 
dependmg on the need The more advanced the 
emphysema, the less reversible the overexpansion, but 
even then it represents the most complex mixture of 
non-functiomng decompensated .ausacs and hjqjer- 
functiomng compensatmg airsacs -^The degree of pul¬ 
monary msuffiaency is determmed by the ratio of one 
to^e other 

<^Contmued mechanical overdistention and coalescence 
of non-functiomng airsacs plays an important role m 
aggravatmg the emphysematous state The mechamcal 
faaors mvolved mclude (1) maeased effea of thoraac 
traction on non-functiomng airsacs enlarged by coalescence 
of alveoh, (2) progressiv e loss of elastic recoil, (3) collapse 
or compression of bronchioles, (4) compheatmg bronchial 
inflammatory processes aggravatmg airway obstruction, 
and (5) combmanons of any of these Progression of^ 
emphysema by these distendmg faaors is qmte irregular, 
dependmg on local influences deter min ed by the pnmaiy 
pulmonary disease or on subsequent compheatmg locAl 
infections Mechamcal overdistension is thus inseparable 
from the emphysematous state, and gready aggravates it 
by maeasmg encroachment upon available space m the 
chest and upon functiomng parts of the lungs This 
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mechanical part of the emphysematous state mcidental to^ 
though not inherent in, the process by which emphy'sema 
originates, contributes importantly to the progression of 
pulmonary insufficiency 

Compensatory’ lung function imphes that ventiladon 
and perfusion are diverted from non-functiomng to 
functiomng nirsacs The air contamed m non-functionmg 
airsacs must be obtamed by diffusion or collateral venala- 
tion by' way of enlargmg pores (Cohn) or by way of 
channels of Lambert (Lambert 1955) In the absence of 
normal perfusion from pulmonary arterioles, the blood 
circulation of non-funcaonmg airsacs must be derived 
from systemic (bronchial) arterioles When large parts of 
the limgs have become non-functiomng airsacs, the shift 
to systemic circulation is greatly increased and pressure 
m the pulmonary circulauon as a whole rises in pro¬ 
portion Presumably this becomes the chief factor in 
development of cor pulmonale (Rappaport and Mayer 
1957) 

Summary 

The problem m emphysema is, m final analysis, that 
of the function of the lung structures proper In lay 
terms the question is whether we are “ winded ” or 
“ lunged ” Past and current concepts have identified 
lung function with its activity m breathmg Therefore 
emphysema became a matter of “ shortness of breath ” 
We conceive lung function to be a matter of the creation of 
diffusion surface by the acUvity of the structures of its 
innumerable airsacs, best described as “ visceral function 
of the lungs ” This imphes that lung function is dcter- 
imned by the available supply of airsacs and the funcuon- 
ing efficiency of these m the mamtenance of a diffusion 
surface adequate in extent and quahty m accord with 
changmg requirements of the body In lay terms this 
means that we are “ lunged ”, not just “ wmded ” f 
Emphysema is conceived as a mamfestauon of pul¬ 
monary insuffiaency m the strict sense It imphes 
inadequate diffusion surface for gas exchange either 
because of msuffiaent numhcr of airsacs available for 
normal “ visceral function ”, or because of inefficiency 
of their function in maintaimng adequate diffusion surface 
In the origin of pulmonary' insuffiaency these two possible 
causes are so closely hnked that it is hardly ever possible 
to make sharp disunction between them It hes m the 
nature of visceral fimcuon that, as the proportion of 
functioning airsacs is reduced below a critical pomt, 
the function of rcmammg airsacs becomes mcreasingly 
ineffiaent with dimmishmg reserves 

Emphysematous changes are mherent m the evolution 
of pulmonary insuffiaency’ due to functional as well as to 
mechamcal causes Clmically pulmonarv msufficiency 
always consists of variable combinations of anatonucal and 
climcal emphvsema, in which a complexity' of functional 
and mechamcal factors, acung in a vicious cycle, conunue 
to aggravate the emphy sematous state by coalescence and 
ovcrdistcnsion of non-functioning, as vvell as by over- 
inflauon of compensaung airsacs 

t After this article was submitted for publication sve noted Dr 
Roper Bannister spaper presented to the Associauonof Phjsicians 
of Great Britain (Bannister, R G , Cotes, J E , Jones, R S , 
\leadc, r (106017 Pl%swl 152,661) Dr Bannister has found 
that athletes have hicher diffusion capacities, which affords them 
a hich-r rate of transfer of ovipen in the lungs He concludes 
that increased lung-diffusion capaatj is more important than 
musculantv, exceptionallv hich cardiac output, or an extra large 
vital capaatv This is indeed what we are impljing In the 
above phrase, we arc lunecd , not just winded 
Ref<.rer-es at foot of ) c\t col onn 
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The child described here excretes a previously unknown 
substance in his urine This substance—provisionally 
named T-substmee—has since been found in the urine of 
some of his relations Its exact nature is not fimlly 
determined, but it appears to bear a close chemical 
resemblance to alloxan It was discovered by urinary 
paper chromatography, done as part of an investigation of 
the cause of the child’s physical and mental retardation, 
and is usually excreted in large amounts Subsequently it 
has been found m similar quantities in the urines of a fiv c- 
year-old child, with delayed physical development but 
normal mentahty, and in the urme of her brodier who is 
normal Paper chromatograms of the urme of a mentally 
and physically backward mfant of twenty months showed 
two similar spots This pauent will be the subjcrt of a 
later commumcauon 

Studies of the family of the first child are presented, 
and It will be seen tJiat, mferentially, the abnormality of 
metabohsm is transmitted as an autosomal recessive 
characteristic 

A brief account of the chemical mvestigauons in this 
case was presented at the Fourth Internauonal Congress 
on Chnical (Zffiemistry (Wilkinson 1960) 

The Patient 

The child was bom at full term on May 19, 1955, after a 
pregnancy complicated by anarmia The birth-vv eight was 
6 Ib 5 oz On the 1st day of life, he had a cyanouc attack, and 
was kept m an oxygen tent for 3 days When he was just over 
a month old, he had further cy’anotic attacks, and was later 
sent to a cardiac unit for investigation A climcal diagnosis of 
Fallot’s tetralogy was made, but, as he was obviously mentally 
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9 Pigment precursor present in large quantity 
O Pigment precursor present in low concentration 
O Pigment not detected 

Fig 1—^Familial iniddence of T-substance 


abdomen, and muscle-tone was normal with normal tendon- 
reflexes and plantar responses 

Investigations —Cardiac catheterisation and selective two- 
plane angiocardiography showed mild pulmonary hyperten¬ 
sion, but no evidence of a shimt 

Haemoglobm 12 0 g per 100 ml, white blood-cells 10,000 
per cmm (72% neutrophils, 25% lymphocytes, 3% eosmo- 
phils) Blood-urea 30 mg per 100 ml Serum-sodium 124 
mEq per htre, serum-potassium 3 7 mEq, serum-chlonde 
86 mEq, serum-calaum 9 2 mg per 100 ml, serum-cholesterol 
210 mg Serum-protems and h\ er-function tests normal 
Bone-age, chest and skull X-ravs normal Unne famt 
trace of protem, but no pus cells or red blood-cells No 
reducmg substances found 


defective, no further acnon was taken Dunng 1956, he was 
several times a dmi tted to hospital because of attacks of broncho- 
pneumoma, heart-failure, and gastroentenns 

He first came under our care m April, 1959, when full 
mvesnganons were undertaken to eluadate the cause of his 
lack of mental and physical development We found that his 
urme contained a hitherto unknown substance—^probablv a 
punne derivative In\ esngation of those members of his 
family fiem whom it has been possible to obtam urme, gat e the 
results shown m fig 1 

His mother says she had bilateral ptosis as a child, but this 
recovered spontaneously She now has e'tabhshed mitral 
stenosis One of his cousins, whom it has not been possible to 
test, IS said to have bilateral ptosis The rest of the farmlj are 
well 

At 3 years 11 months, he was an acnve child with brown hair 
and brown eves (fig 2A and B) There was bilateral ptosis 
assoaated with backward head-tdt, but the eves themselves 
were normal He could stand alone, but could not walk 
unsupported His vocabulary was limi ted to two or three 
words 

Measuremenu —Head atcumference, 19'/ m , crown-heel, 37 m , 
•crown-pubis, 21 in , pubis-heel, IS’/, m , ratio crown-pubis/pubis- 
heel, 1 27, span, 34 m , weight, 28 lb 

Cardiovascular system —^There was a soft svstohc murmur, 
heard best down the left sternal border, but no cardiac enlarge¬ 
ment or alteration m heart-sounds Femoral pulses were 
palpable, and the blood-pressure was 100/60 mm Hg No 
abnormahty was discovered m the respiratorv svstem or the 



Fig 2A nnd B—The patient, aged 3 yr 11 tnos 


Urinary Aminoacids 

The urmary ammoaads ■were investigated by paper 
chromatographj of electroljhacallj desalted urine, accord- 
mg to the method of Bowden (1959) usmg quantities of 


T pigment 




Gigcine 


L 

0ri5in PhEnol-aminDnm 


/Tourine 

0'\HistidinE 

0 

Glutamine ^ 


Fig 3-~TracLQg of a paper chromatogram from patient s urine, 
ebowlng position of pigment in relation to principal aminoacids 


urme contammg 250 pg mtrogen on a Whatman no 1 
paper 

Phenol-ammoma was used as the first solvent, and a mixture 
of butan-l-ol, butan-2-one, dicyclohexvlamme, and water as 
the second The chromatograms were stamed with ninhydrm 
to locate the ammoacids When he was first mvestigated, 
relanvely large amounts of glvcme, al anin e, taurme, glutamme, 
and hisadme were excreted, together with small quantines of 
serme and v-anunobutync aad There were traces of ^-armno- 
irobutvnc aad, threomne, vahne, argmme, and aspaiuc aad 
Later specimens, however, showed normal patterns 

Durmg development m the first solvent system, a reddish- 
purple spot, havmg a mobihty resemblmg that of taurme, 
appeared on the chromatograms It persisted durmg the run m 
the second solvent, m winch it travelled somewhat faster than 
taurme (fig 3) 

In over 200 unnes examined by this method, this was the 
first tune such a spot had been seen It persisted on a normal 
ward diet, free of sweets or other sources of djes, and was not 
found m the urme of other patients on the same diet 

Further invesnganon showed that the new substance was 
detectable onlv after the urme had been electrolyncally desalted, 
aad that its colour was discharged bv acenc aad but restored by 
ammoma Almeral aads and caustic alkahs destroved the 
material, and its colour faded appreciably during drying of the 
chromatograms A second mmor spot appeared when large 
quannues of urme w ere chromatographed m phenol-ammoma 
Some of the major coloured compound was eluted from the 
chromatograms with 50°o aqueous acetone, although it was not 
soluble m water or acetone alone Evaporation of the eluate 
produced a pale-pink residue, which turned an mtense reddish- 
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TABLE II—CLINICAL DETAILS OF 7 CASES OF MALE IMPOTENCE 


\ 

1 

At tunc of origmal consultation 


Cflscj 

i 

Husband s 
age 

Duration 
of marriage 

(>r) , 

Duration of 
impotence 

Outcome 

1 ! 

1 

28 

3V. i 

1 

Throughout 

marriage 

Conception during 3rd 
course of mseminatiom 

2 ■ 

36 

2’/. 

Throughout 
marriage i 

Conception during 7ih 
course of inseminations 

3 

33 

4 

Last 3 >T of ' 
marriage I 

Conception during 4th 
course of inseminations 

4 

26 

2 

Throughout ' 
marriage 

Insemination abandoned 
after 2nd month 

5 ■ 

1 

27 ! 

IV. 

Throughout ! 
marriage 

Concepuon during 3rd 
course of inseminations 

6 1 

40 

7 

Throughout 

marriage 

Conception during 10th 
month of inseminations 

7 ' 

1 

31 

1 

5 

1 

Throughout most 
of marriage 

1 Conception during 4ih 

1 monm of inseminations 


Again the results suggest that mseminationj under these 
circumstancesj does not increase the likehhood of 
conception 
Male Impotence 

These were the most successful cases in the whole senes 
—6 out of 7 women became pregnant by insemination 
(table II) The 7th husband experienced difficulty in pro- 
ducmg a speamen of semen for mseminationj and after 
two months decided to discontinue the attempt All 
6 pregnancies resulted m normal children 4 of the 6 men 
whose wives became pregnant were subsequently able to 
achieve a normal sexual relauonship—m 2 cases during 
the pregnancy, and in the other 2, within six months of the 
birth of the child The following histones illustrate a 
number of points common to many 

THE FIRST CASE 

Husband and wife were well educated and mtcUigent At 
the beginning of the mamagCj the husband expenenced 
difficulty m having mtercoursc due to, he thought, the use of a 
sheath contracepuve This was exchanged for a vagmal 
occlusive pessary, and for six months mtercoursc was satis- 
fattory The husband then began, once more, to hai c difficulty 
m achievmg and mamtaimng an erccuon, and, by the end of the 
first year of marriage, he uas impotent and had lost all desire for 
mtercoursc Six months later he was referred by his general 
practiuoner to a psjchiatnc department He attended at 
mtervals over the next eighteen months, and was successively 
imder the care of four different psjchiatnsts Just when he felt 
that he was makmg progress he would find himself under the 
care of a new doctor At the end of eighteen months there was 
no improvement m the impotence 

When seen at the mfertihty clinic, thej had been married 
four j cars Inv estigauons rev caled no abnormality, apart from 
the husband’s impotence insemmauon was agreed upon and 
conception took place during the fourth month of treatment 
The pregnancy had a nouccablc effect on the husband Within 
three months of concepuon he had resumed normal sexual 
relauons with his wife Two years after the birth of the child, 
marital relauons w ere still normal (case 3, table ii) 

THE SECOND CASE 

Two tears before marriage the husband bad attempted 
unsuccessfuHj to have intercourse with another woman He 
was very conscious of this failure and had no hcsitauon m 
blammg this experience for his subsequent impotence For the 
first SIX months of the marriage he was completciv impotent, 
but a gradual improv cment took place ov er the next y car so that 
he was sometimes able to effect penetrauon but nev er to achicv c 
an orgasm A hcmiorraphj operation eighteen months after 
riarnage was followed b> a recurrence of the impotence, and 
this contmued until the couple were seen at the infcmlity 
cbnic, five tears after marriage invesugauons revealed no 
significant abnormalirv m husband or wife and msemination 
sras actecd upon Conception took place during the fourth 
month’s course of mscminations 


The husband’s impotence continued throughout the preg- 
nancy , but, three months -ifiLr the birth of their child, nortnil 
sexual relations were achiev cd Nine months after the birth of 
this child, a normal conception took place, but this pngnanej 
ended m abortion at the tenth w cck Ay cat after the abortion, 
sexual relauons were then quite sausfactory (case 7, table ii) 
Hypospadias 

Both men in this group had severe degrees of hypo¬ 
spadias, and, although intercourse was possible, there was 
complete inabihty to deposit semen m the \ agina Semen 
quahty was excellent in each case, and insemination WTis 
successful in the fourth and seventh months respectucl} 
Bilateral Epididymal Cysts uith Blockage of Vasa 

Each of the 2 men had azoospermia, associated with 
bilateral epididymal cysts and blockage of the cpididj- 
mides Fluid contaming motile spermatozoa was obtained 
from these cysts and used for insemination The 1st 
couple, after seven months, decided to adopt a child 

The 2nd husband was offered surgical treatment by a 
colleague who carried out a vasocpididymal anastomosis, 
but spermatozoa did not appear m the semen Fluid from 
the other cyst was used for insemmauon over a period of 
ten months unul the cyst fibrosed and the treatment had 
to be abandoned 
Negative Postcoital Tests 

In both cases, routine mvesugations on husband and 
wife showed no abnormality yet repeated postcoital tests 
revealed no spermatozoa m the vagina Husband and wife 
were adamant that intercourse was normal, and usually 
accompanied by a male orgasm One couple had been 
married for two and the other for four and a half years 
Neither husband had any difficulty in producing spea- 
mens of semen which were shoivn to be highly fertile In 
one case insemmauon was successful in the third month 
and, m the other, m the fourtli month of treatment 

A 3rd couple, similar m every way, are at present under 
treatment Insemmauon has been going on for seven 
months, so far without success 
Complications 

Significant compheauons have, on occasions, been 
encountered Between 1947 and 1950, when mtracervical 
insemmauon was used, several women complained of 
colicky lower abdominal pam for several hours after 0 1 to 
0 2 ml of semen had been placed in the cervical canal In 
one or two instances the patients felt sick or vomited and 
had to remam m bed for twelve hours One pauent 
developed an acute cervicius, and another an acute 
salpingius Fortunately, both responded to anubiouc 
therapy Intracemcal msemination was stopped after 
these two inadcnts and no compheauons have been noted 
since then 

Conclusions 

This small senes shows that msemination with hus¬ 
bands' semen has a bmited but important place m the 
management of childlessness Concepuon is most likely to 
follow insemmauon when husband and wife arc fertile but 
the husband is incapable of dcposiung semen in the v ipna 
It is encouraging to find that pregnancy, under these or- 
cumstanccs, can help husband and wife aclucv e a normal 
sexual relauonship 

Impotence can take other less obvaous forms It mav 
appear from the chnical history that the sexual act is nor¬ 
mal m every wav, yet repeated postcoital tests show that 
there is no ciaculation of semen into the v agmn This type 
of coital failure is probably unusuil, but lesser degrees, 
where the husband fails to ejaculate on mmv occasions. 
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mav be more common than is generally suspeaed 
Insemmanon vrill mcrease the likelihood of concepuon m 
these cases 

■^lien semen qnalitv is poor, there is no evidence that 
msemmation improtes the chance of concepnon These 
cotsples are best advised to'continue their normal sexual 
rdanonship, for there is good evidence that, even with 
severe ohgospermiaj mtercourse can result m concepnon 
and successful pr^nancy (Harvey and Jackson 1948j 
■'JThite and Barton lOSl, Russell 1954) 

I £=i grateful to Mr Ketth Yeates of the Newcastle Geaeral 
HoTital for his help in dealing with one of the men with bHa eml 
ep'didvmal crsts and azoospermia. 
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TREATMENT OF THE NASAL CARRIER OF 
Staphylococcus aureus mtth FRAMYCETIN 
AND OTHER ANTIBACTERIALS 

Briav: Str-iTford 

ME Melb 
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There is general agreement that the healthy nasal 
earner of Staphylococcus aureus consntutes one important 
reservoir of infecnon. Smee manv different phage-types 
are responsible for endetmc staphylococcal disease in 
hospitals. It IS impossible to distinguish between benign 
and dangerous earners (Williams 1959) Accordmgly, one 
IS forced to regard all earners as potennallv dangerous 
(Elek 1959) When an outbreak of stapbvlococcal infection 
IS traceable to a particular phage-type—e g, 80/81—the 
detection of the dangerous disperser is greatlv simplified, 
but this ideal epidemiological situation is seldom found m 
eadenuc hospital cross-mfecaons affecting adults 

A reduction m the number of nasal earners of stapbylo- 
coca cannot be brought about bv the use of antibacterial 
nasal todet alone, as the nasal mucoss are contmually 
exposed to reinfection by airborne organisms The more 
widespread the environmental contamination, the higher 
the nasal earner-rates among staff and patients If, 
however, the endetmc balance between primary and secon¬ 
dary sources of infection could be reduced, then the 
chances of acquirmg dimcal infection should be lower— 
assummg, of course, that there was no change m virulence 
of the organism and no lowenng of resistance of the 
pauenL 

We are here concerned with the treatment of the nasal 
earner We have compared a number of recommended 
preparations—^firstlv as regards the rate of suppression of 
nasal carnage, and secondlv, the success-rate after seten 
davs of treatment. Recolomsanon of the deared earners 
was sought, but this is as much an mdex of environmental 
exposure as a measure of the efficaev of nasal toileu 
Of the two methods of applying these preparations, we 


have found the aqueous sprat generally more effectit e than 
the correspondmg omtment (or cream) Doubtless the 
omtment remains longer m contact with the mucosal 
surface but it seldom reaches sites of possible colomsanon 
that are bevond the t esnbule of the nose 

We have alwavs used a ‘ deep nasal swab ’ for detec¬ 
tion of nasal earners m preference to the commonlv used 
“shallow swab ’ of the antenor nates In a survev of 
103 patients, deep swabbmg vielded a higher proportion 
of posime earners As the success of any preparaaon 
depends on contact with the infecnng orgamsm, deeplv 
and hberally apphed spravs must carry a greater chance 
of success than a cream apphed to the antenor nares 
Materials and Methods 

Kasai stcabb ug —To have a sound basis for selectmg 
nasal earners, two tvpes of swabs were taken m a group of 
103 panents at 
the one visit 
The first swab 
was made from 
the vestibule of 
each nostril, that 
IS, an antenor 
nasal swab, and 
the other finm 
the vestibule to a 
pomt just below 
the middle tur¬ 
binate, that is, a 
deep swab (fig 
1) In each case 
the swab was 
rotated through 
three full turns 
durmgthe opera¬ 
tion of swabbmg 
The deep-swab 
techmque should 
be done bv a per¬ 
son famili ar with 
the mtemal ana¬ 
tomy of the nasal 
cavity All swabs 
were plated on 

hlnnrl !acr! 3 T. ^area sampled in antenor nasal 

O u - gar area sampled m deep nasal strab 

media, meubated 

for twentv-four to forty-eight hours at 37'C Staph awais 
was identified on colonv form, and on pigment and 
coagulase production. 

KasaJ preparations —The products used were 
a * Neonacin ’ omnaeat m nmm n r neoaivcm 5 mg , polvmvsm 
5000 units, and baatiacm 500 umis per g 

b Neomvxm spiav containing neomvem 2 mr mid poly- 
mvsin 5000 units per ml 

c. Naseptia omtment containing calorhemdine hydro- 
dilonde ( Hibitane ) 0 1®, sad neomvem 0 5®, 

d. Chlo-hendine-neomvcm sp- 2 v m saline containing the same 
amccntianon o®" aenve mgredients as naseptm 

e Soframvem omtment containmg framveetm 15®, and 
gramiadm 0 005® 

f SoSamvcin spmv containing frat nveetm 1 25 and grami¬ 
cidin 0*005®, m iso omc soiunon contammg phenviephrme 
hvdtochlonde 0-25 , as a vasoconstneo- 

g So&amvcm spmv as (f) but wiihou* the vasoconstneto- 
The oin tm e n ts were apphed with a swab to the antenor naxes 
The spravs were instilled mto the nasal cavitv, under pressure, 
from plastic contamers m such quantitv that some of the hquid 
passed to the baedt of the panen^’s throat. All panents were 
treated individually bv one or other of us Each p-cpaianon 
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CHROMATOGRAPHIC PROPERTIES OF PIGMENT DERIS’ED FROM 
" T-SUBSTANCE ” 


Rt \aluc5 otnaincd in parallel nms 


— 

Phenol immoma 

Butanol butanonc- 
dic> clohcjc)!- 
amme-watcr 
(lOj 10/2^5) 

Butanol 2N- 
ammoma (J/2, 
upper phase) 

Desalted unne of 




patient 

Major spot 0 47 

Aimor spot 0 81 

(0 24) 

(0 42) 

0 09 

Norma! urine 



containing 
ollotan (dc- 




salted) 

Major spot 0 48 

(0 27) 

(0 44) 

0 08 

_1 

Alinor spot 0 79 



purple when exposed to ammomaj in much the same way as 
murcMde 

This suggested that the anomaly might be due to a disorder 
of purine metabolism, and attempts were made to reproduce 
the formation of the coloured compounds by addmg various 
purines and related substances to normal urmes, which were 
subsequently desalted and chromatographed The only 
substance which behaved similarly proved to be alloxan, the 

spots obtained were 
chromatographic- 
ally indistingmsh- 
ablc from those pro¬ 
duced by the 
patient’s urme (see 
table) 

Because of the 
unexpected simi¬ 
larity of T-substance 
to alloxan,aglucose- 
tolerancc test was 
earned out and gave 
the result shown m 
fig 4 (1) Subse¬ 
quent tests, how¬ 
ever, have given 
completely normal 
curves (fig 4— 2, 3, 
and 4), and the 
child’s unne has 
remamed free from 
reducing sub¬ 
stances 

Smcc alloxan is 
highly unstable 
under neutral and 
alkahne conditions 
itisunlikelj that It would be found m urme Wc have been un¬ 
able to find any referenct. in the literature on the metabolism 
of alloxan in experimental diabetes to its presence in urme Lee 
and Stetten (1952) reported that two-^rds of admimstcrcd 
2-’‘Cor *^N-labellcd alloxan was excreted bj rats and rabbits 
within 3 dajs, but were unable to dctcCT alloxan m the unne 



chromatofmtn* of clcctrol>ticalI> desalted urine from patient 
flower cur%e) compared with that of raurexide prepared b> treat- 
Inif alloxantin with ammonia In ethanol (upper curve) 


Comparison of the ultranolct absorption-spectrum of the 
pigment derived from T-substance wath that of murcxidi., pre¬ 
pared by treaung alloxantin wath ammonia in 50“„ ethanol, 
showed that there is «imilanty m the tisibh region onh (fig 5) 
Another difference is that T-substance is extractable into n- 
butanol at pH 5, whereas alloxan is not After removal of the 
solvent, the exttaa was dissohcd m water and ckarolnicalh 
desalted The resulting solunon gate the red spot when 
chromatographed m phenol-ammoma 

We tried to determine whether tlie abnormal substance 
appearing m the urme was the result of the metabolism of 
exogenous or endogenous purines The cluld was gwen a 
virtually purine-free diet contaimng milk, cheese, and eggs, 
and the spot disappeared from his urine chromatograms It did 
not reappear when the purmc bases caffeine, adenine, guanine, 
xanthme, and the pjTimidinc bases cjtosmc, th)Tninc, and 
undine, in daily doses of 100 mg were added to the diet, but, 
when a normal diet was reintroduced, the spot returned Tc 
are mdebted to Dr Mary L Efron, of Uni\crsit> College 
Hospital Medical School, for examining specimens of unne by 
high-voltage elcnrophoresis (Efron 1959) When the pauent 
was first under investigation, Dr Efron reported that no uric 
acid could be detected, but, m later samples of urme, small 
quantities were found Subsequently serum and utinc unc 
acid levels (determined colonmctncally) became normal, 
except when the pauent was placed on a diet low in purines 

Discussion 

Since the advent of relauvely simple methods of 
examining the serum and urine for abnormal substances, 
a growing diversity of genetically determined metabolic 
errors has been described, there arc at least 50 well- 
authenticated deviauons (Hsia 1959) The abnormalit) 
we describe is interesung because it appears to be the 
first anomaly of purine breakdown, other than uncmmia 
Intensive chemical analyses have not so far identified 
this substance, but there are good grounds for believing 
It IS closely related to alloxan Alloxan is an oxidauon 
product of uric acid, and it may well be tliat in our case 
there is an abnormality m uric-acid formauon which 
results in the accumulauon of T-substance This ma> 
have poisonous effects when formed in sufficient 
quantities Two of the four subjects excreting large 
amounts of T-substance or similar compounds, arc grosslj 
retarded physically and mentally, a third child is small 
for her age, weighing only 20 Ib at 5 years The fourth 
child, a brother of the last, is, as far as we can ascertain, 
normal m all respeas other than the excretion of 
T-substance The family uee of our pauent shows that 
the abnormabty is inherited as an autosomal recessive, 
since both parents excrete the substance in small amounts, 
but do not seem to be disabled apart from acquired 
disease Many of tlic ascendants and collaterals also 
excrete the substance in small quanutics, but without 
overt ill effects The observauon that females rna) 
excrete T-subsiancc m large quantiucs suggests that ihcj 
may also be affected, and seems to discount the possibility 
that the gene is carried on the X-chromosome 

An important, but sull unansw cred, quesUon is whether 
this metabohe defect is dircalj related to the abnormaIin« 
observed m three of the four homopygous children As 
far as we can find out, there is no otiicr obvious cxplana- 
uon for their gross physical defects, and we must infer 
that this IS the cause of their disabihucs It has been 
impossible, at the ume of wnung, to find out whether 
the substance excreted is present in the scrum, ni' 

It probably accumulates in the blood, and there n J 
threshold level above which it appears m the unne 
This would explain the disappearance of 
from the unne during the short periods in which t 



20 g glucose w as given at time O in test 1, 
but the patient refused the remainder after 
taking about 10 g in tests 2 and 3 In test 4, 
20 E was given b> ccsophageal tube 
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child received a punne-free diet, and suggests that 
T-substance may be enurely related to exogenous punne 
metabohsm 

Summary 

Chmcal and biochemical details of a cluldj aged 4, 
who excretes a hitherto imdescribed substance in his 
urine are presented This abnormal urmary consutuent, 
still umdentified and called provisionally T-substance, 
is also excreted m much smaller amounts bj many 
members of the child’s family The metabolic defect 
appears to be transmitted as an autosomal recessive 
characteristic The child is both physically and mentally 
retarded 

Two other children—^unrelated to the first—have been 
discovered who excrete T-substance in equivalent amounts 
and are beheved to be homozygous for the abnormal 
gene one of these is physically, but not mentally, 
retarded A fourth child who is physically and mentally 
backward also excretes a similar substance 

T-substance is apparently an abnormal product of 
punne metabohsm, chemically related to, but not 
idenucal with, alloxan 

It IS a pleasure to express our thanks to Mr DRW Raw son, 
technician, who first drew attention to this peculiaritj, and 
carried out much of the technical work, to Dr C S Ajoub, lately 
registrar at Westminster Children s Hospital, and to Dr P V Hunt 
and Dr P Boardman, house-phjsicians, for the care and hard work 
they have bestowed upon the patient Also to Sister M Parker and 
the nursing staff of Muriel Leslej Gamage w ard, without w hose skilled 
nursing the metabolic studies could not have been undertaken 
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ARTIFICIAL INSEMINATION (HUSBAND) IN 
THE MANAGEMENT OF CHILDLESSNESS 

J K Russell 
M D Aberd , F R C O G 

PROFESSOR OF OBSTETRICS AND GYN/ECOLOGY, 
king’s college, university of DURHAM 

Most gynecological departments in the larger hospitals 
in this country have special cUmcs for the investigation and 
treatment of childlessness, but httle is known of the use 
that they make of artifiaal inseimnation with husbands’ 
semen There is scant information about the extent of the 
pracuce, the type of case selected for insemmation, the 
chance of success, or the hkehhood of comphcation More 
attention has been paid to donor insemmation, with its 
ethical and legal overtones, but, here again, there is httle 
factual information My own experience of insemmation 
IS not extensive, and is hmited to cases in which husbands’ 
semen has been used Smce 1946, 1 have examined 1400 
married couples whose complamt has been involuntary 
cmldlessness In 55 of them, artificial msemination with 
the husbands’ semen has been given serious trial 

Technique of Insemination 
The courses of msemination often extended over several 
months Each course consisted of three mseminations, 
carried out on the twelfth, fifteenth, and eighteenth days 
° 1 shortest course lasted two months and 

t e longest was contmued mtermittently for two years 
cmen was obtamed from the husbands under standard 
contliuons Thej were advised to avoid mtercourse for tliree 
aj s before producing the specimen, w hich w as placed directly 
to a small stcnle glass jar, spcciallj provided for the purpose 


TABLE I— DATA ON 55 CASES OF ARTIFiaAL INSEMINATION 


1 

Reason for 
insemxmtion 

No of 
patients 

No of 
patients 
who 

conceiN ed 
during 
treatment 

Remarks 

Oligospermia (sper¬ 

matozoon-counts 
belovr 10 million per 
ml) 

34 

2 

8 of these patients subse¬ 
quently conceived without 
insemination With 1 ex¬ 
ception all the pregnanaes 
terminated successfully 

Apparent cersical hos- 

8 

1 

1 

2 patients concei\ed some 
time later without insemi¬ 
nation All 3 pregnancies 
w ere successful 

Male impotence 

7 

6 

Each of the 6 pregnancies 
produced a nonmi child 

Hypospadias 

1 2 

2 

1 Both pregnancies were suc¬ 
cessful 

Bilateral blockage of 
\asa with cpididymal 
cysts 

2 

0 

Spermatozoon countsvaned 

1 from 5 to 20 million per 

1 ml m each case 

Kegati\ e postcoital tests 


; 2 

Both husbands were highly 
fertile The pregnancies 
were uncomplicated 


In the early cases, 0 1-0 2 ml of semen was placed into the 
lower part of the cervical canal The semen was never more 
than two hours old A sterile 1 ml syrmge and a long wide- 
bore needle with a blunt pomt were used for the purpose In 
1950, mtracervical insemmauon was discontmued and there¬ 
after 0 5-2 ml of fresh semen was sprayed round the external 
cervical os For half an hour after msenunation the pauent 
remamed at rest on her back with the buttocks slightly raised 

Results 

Husband and wife had previously had routme investiga¬ 
tions carried out in the departmental infertihty chmc and 
full medical histones were available There were a variety 
of mdications for msemination—some female, others male 
(table i) 

Ohgospenma 

Each of the 34 husbands m this group had a spermato¬ 
zoon-count consistently below 10 imlhon per ml and, so 
far as could be ascertamed, this was the only apparent 
reason for the childlessness 

The shortest course of insemination in this group was 
seven months and the longest (with two months missed) 
was two years 2 of the women became pregnant, the 1st 
after eleven months’ and the 2nd after eighteen months’ 
treatment Both pregnancies were uncomphcated and pro¬ 
duced normal children 

In following up this group of 34 women, it was dis¬ 
covered that 8 of them had subsequently conceived with¬ 
out msemination and that 7 successful pregnancies had 
resulted Where poor-quahty semen appears to be the 
cause of childlessness, there is nothing to suggest that 
insemination improves the chance of conception Indeed, 
It may have the opposite effect for it is quite hkely that the 
artificial method by which the specimen is collected may 
further depress the semen quahty 

For the past few years in this department, ohgospermia 
has not been accepted as an indication for insemination 

Apparent Cervical Hostility 

In each of the 8 cases, repeated postcoital examinauons 
revealed only dead spermatozoa in the cervical mucus, in 
spue of tlie fact that the husbands all had excellent semen 
specimens No obvious abnormality had been found in 
any of the women at the infertihty chnic 1 pauent con¬ 
ceived during treatment, another 2 became pregnant 
some ume after the inseminauons had been discontmued 
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table I—COMPARISON OF ANTERIOR AND DEEP NASAL SWABBING OF 


103 patients 

IN HOSPITAL 


Tjtjc of swabbing 

Nasal earners deteacd 

Number 

Carrier rate 

Anterior 

35 

34 »o 

Deep (see text) 

53 ' 

1 

51% 


was tested m 20 patients, each of whom was shown to have more 
than twenty colomes of Staph aureus on plating of a deep swab 
On every occasion, the patient was swabbed immediately before 
treatment, two hours after the first application, and aftenvards 
daily for seven days Medication then ceased, but daily 
swabbmg was contmued for at least twenty-one days, or for a 
shorter period if the patient was discharged from the hospital 

Results 

A significant difference m the number of detectable 
nasal carriers can be shown after shallow (anterior nasal) 
and deep (anterior and middle nasal) swabbing Table i 
shows the results obtained on 103 patients, and emphasises 
the importance of takmg a deep nasal swab 

Table ii summarises the results of treatment of groups 
of nasal carriers with the different preparations 

In this table we have listed the results obtained twenty-four 
hours, and seven days respectively after the begmning of 
treatment The soframycin spray was outstandingly more 
successful after twenty-four hours than any of the other 
preparations The inclusion of a vasoconstrictor in this spray 
appeared to improve its anubaaerial action over a period of 
seven days The fluted ncbuliser m which the soframyem 


TABLE II—RATE OF CLEARANCE OF Staph aureUS BV VARIOUS 
PREPARATIONS 


Prepamuon 

1 

Frequency 

of 

Number 

ucaicd 

Number cleared 
(negative suab) after 

application 

24 hours 

7 days 

Soframycin spray 

with vasoconstric* 
tor 

j once daily 

20 

17 (83%) 

20 (i00'‘o) 

Soframyem spray 

without %asocon 
strictof 

once daily 

20 

] 

17(55%) ^ 

17 (85%) 

Soframycin ointment 

twice daily 

20 

5(25%) 

18 (S0”„) 

Chlorhexidine- 
ncomycin spray 

once daily ^ 

20 

5(25%) 1 

15 (75%) 

Naseptm ointment 
(chlorhcxidinc- 
neomycin) 

1 

1 

twice daily 

1 

20 

1 (5%) 

9 («%) 

Ncomyxin spray i 

once daily j 

20 , 

7 (25%) i 

10 (50 „) 

Ncotracin ointment 

thrice daily 

20 : 

4(20%) 

1 13 (55 „) 


spray is dispensed maj contribute to its success About 2 ml 
of fluid IS elected, first as a coarse spray and then as a fine /ct 
On the figures recorded here, one application of soframycin 
spray suppressed nasal staphylococci in 85"o of nasal carriers 
In fact, approximately 80% of earners arc cleared within two 
hours of the first application of the spray No other product in 
this senes was so cffcctiv c Daily treatment for set cn days with 
sofnmycin spray cleared all earners in our senes Of the other 
preparauons, chlorhcxidine-neomy cm spray appeared to be 
the next most efficacious, but was considerably less so than 
soframy cm 

The remarkably rapid rate of clearance induced by 
soframycin in this senes was invcsugated funher using 85 
nasal carriers, who were treated twice with the spray at 
twenty-four hour intervals The results of this short 
treatment arc shown in fig 2 

It wall be seen that TO",, of the carriers were cleared withm 
two hours after one application of the spray, and all were free 
of staphs lococci after the second application The anubiogram 


patterns of a number of staphylococci were done, and most cf | 
the strams were resistant to penicillin, streptomycin, and th I: 
tetracyclines, in other words, they were typical of the “ hospital i 
staphylococcus ” 


100 


Remfection of the nasal mucosa: after clearance occurred 
with all preparations Table m shows that approMmatcly 
50% of the cleared carriers reverted to the carrier state 
after cessation of treatment, but the time taken to revert 
after soframycin was clearly different from that found lutJi 
the other pre- 
par ations 
With the 
latter, the 
staphylococ¬ 
cus free state 
lasted, on an 
average, two 
days, whereas 
after sofra¬ 
mycin treat¬ 
ment an aver¬ 
age of seven 
to fourteen 
days elapsed 
before rever¬ 
sion Since 
all patients 
were exposed 
to the same 


I 

to 





2 24 

HOURS 

After treatment 


0 

Before 
treatment 

riR 2—Suppression of nasal corrl^Re of 
aureus by treatment with Boffoni>cln naul 
spray 


degree of airborne infection, it would appear that the sofra 
mycin-treatcd group were reinfected from exogenous 
sources, whereas the reversion m other earners was mainly 
endogenous Elimination in the soframycin-ircatcd group 
was bactcnologically complete, but incomplete with the 
other preparauons Unfortunately, phagc-iypmg of 
isolates was not available to confirm this interpretation, 
which, if correct, provides a further reason for recommend 
ing soframycin spray for treatment of the nasal earner 


Discussion I 

A vast literature deahng with the nasal carnage of 
Staph aureus has appeared during the past decade 
Some authors, c g, Gould and Cruikshank (1957), Wdlwro* 
(1959) have suggested that acquired staphylococcal infection 
—as many as 80% of them according to Gould (1957)—nuS ' 
result from autoinfcction Williams ct al (1959) piovcd t 
“patients who were or became nasal carriers of stapnyloco 
had three times as much staphylococcal sepsis as those w 
were never carriers ” Further, it appeared “ that self 
IS important in the aitiology of the septic lesions ” In a siu y 
of postoperative surgical infections in tuberculous P’" j 
subjected to elective chest surgery, Weinstein 
that, of patients with positive nose-cultures for Staph ’ 
37% exhibited postoperative infected complications, wnc 

table III—RECOLOMSATION OF NASAL MUCOSA" WITH Staph aJtfJ 
AFTER SUCCESSFUL TRIATMENT __ 


Preparation 

Number 

of 

patients 

Number 

rccoloniscd j 

rccoIon.»»;Y%i 

ccsjatxort 1^^ 

Soframyem spray with 
vasoconstnetor 

) 

20 

10(50%) 

j ^ 

Soframyem ointment 

1 18 

1 10(55%) 1 

i — Z— 

ChlorhcxiUmc neomycin j 
•pray 

! 

< 

8(55%) 1 

—^ 

Naseptin ointment 
(chlorhcxidinc- 
neomyem) 

9 

1 (44%) 


Neomyxm ipray 

10 

5 (SO- ) j 
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‘among the group with negative nose cultures, 11% had infected 
con^lications 

These findings suggest that the suppression of nasal carnage 
would be a useful measure before elecave surgery, particularly 
in patients who are admitted to hospital some time before 
operation Recent work by Gillespie et al (1959) indicates, 
however, that the suppression of nasal carriage will not neces¬ 
sarily reduce the overall mcidence of cross-infection m general 
hospitals Environmental contammation can arise from primary 
reservoirs other than the nose—for example, the perineum 
(Hare and Ridley 1958), skin and clean infected wounds 
(Gillespie et al 1959), all of which maintam the staphylococcal 
infection cycle Silent nasal colonisation and the hazard of 
autoinfection mevitably follow Nevertheless, any plan for 
effective reduction of staphylococcal disease in hospitals must 
be broadly based, and the suppression of nasal carriers by 
topical chemotherapy is only one of a number of measures 
wluch must be considered m the epidemiological control of this 
disease 

The present study was designed to provide mformation 
on an admimstratively simple and chmcally effective 
treatment of nasal carriers in hospital Thus, in comparing 
various preparations, it is only fair to state that we inten¬ 
tionally did not follow the manufacturer’s directions if 
tljese were considered too complex for practical use We 
were mamly concerned with discovermg some preparation 
which could suppress nasal carnage m the shortest possible 
time The test for suppression m this study was more 
rigorous than in most, smce all observations were based on 
the deep swabbmg techmque (fig 1) This method 
detected 17% more nasal carriers than swabbmg the 
anterior nares (table i) 

Soframyan spray was outstandmgly the most successful 
preparation (table ii) When a larger number of nasal 
carriers was treated, it was found that all carriers yielded 
negative cultures in forty-eight hours—that is, after two 
apphcations of the spray (fig 2) Furthermore, it appeared 
that clearance of nasal staphylococci by soframyan was 
more complete than by other methods of treatment, smce 
recolonisation of the mucosa was sigmficantly slower 
(table III) The success of soframyan spray is attributable 
largely to its baaericidal action Experiments, not reported 
here, showed that soframyan killed Staph aureus, 
resistant to many antibiotics, m less than a mmute m the 
presence of 50% serum 

This work is now bemg extended to determme whether 
intermittent use of soframycm spray will decrease the 
nasal-carnage rate, and thus mdirectly lower the environ¬ 
mental contammation We hope that this proposed exten¬ 
sion of the present study wiU provide a basis for control of 
the nasal carrier which does not impose too many demands 
on the nurses 

Summary 

The treatment of the nasal carrier of Staphylococcus 
, aureus by chemotherapeutic agents was mvestigated The 
Emphasis m this study was on the rate of clearance as well 
as the success after seven days’ treatment 

The results mdicate that, m general, atomised spray 
preparations are more effective than the correspondmg 
ointments 

Of the preparations compared, ‘ Soframycm ’ spray, 
containmg framycetm and gramicidin as antibacterial 
agents, was the most effective With this spray, approxi¬ 
mately 80% of nasal carriers were cleared m twenty-four 

ours (that is, by one apphcation only), and 100% after 
two days’ treatment 

The importance of deep nasal swabbmg for detecting 
nasal earners has been demonstrated 


We wish to thank the National Health and Medical Research 
Council, and the Hospitals and Chanties Commission of Victoria for 
financial assistance We are grateful to the Mother Rectress who 
kmdly allowed these studies to be made in St Vincent’s Hospital 
Roussel Laboratories, Imperial Chemical Industries of Australia and 
New Zealand, and Andrews Laboratories supplied the nasal 
preparations 
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An illness resemblmg scarlet fever, but caused by 
Staphylococcus pyogenes, has been described on several 
occasions (Stevens 1927, Mackenzie 1934, Zinsser et al 
1939, Aranow and Wood 1942, Negro et al 1956) We 
report three more cases 

Case-reports 

Case 1 — A. woman, aged 20, was admitted on Nov 26,1942, 
with the provisional diagnosis of scarlet fever Six days before 
admission, she had a left axillary abscess, and, on the day of 
admission, a scarlatimform rash appeared on the neck, trunk, 
and limbs There was a history of measles, rubella, and 
pertussis m childhood, but of no other specific infections The 
temperature was 102'’F, pulse-rate 118 There was a large 
abscess in the left axilla The fauces were mildly mjected, 
but there was no exudate 

Investigations —Culture of pus from the abscess gave a pure 
growrth of Staph aureus The hsmolytic streptococcus was not 
isolated from repeated nose and throat swabs The total white¬ 
cell count was 16,000, with a neutrophil leucocytosis 

Treatment —The abscess was mcised, and 20 ml scarlatinal 
antitoxm was adiiumstered mtramuscularly A course of 
sulphanilamide, totallmg 21 g , was given 

Progress —The pyrexia subsided on the sixth day The 
tongue peeled and the rash faded on the third day, thereafter, 
desquamation began, particularly on the palms and soles 
When discharged on Dec 17, the soles were still peelmg 

Case 2 —^A woman, aged 21, was admitted on Feb 12, 
1958, with a provisional diagnosis of septic abortion Three 
days before admission, there had been vagmal blood-loss with 
diarrhoea and vomiting Two days later, the patient aborted A 
rash appeared on the trunk on the day of admission There had 
been two normal pregnancies, but no previous miscarriages 
The last menstrual penod had been three months previously, 
the patient had suffered from nausea and vomitmg, and had not 
felt really well dunng the pregnancy There was a past history 
of measles only and there had been no contact with recent 
infectious disease 

The patient looked ill and toxic There was a bright 
erythema on the trunk and limbs The fauces and buccal 
mucosa were red, but there was no exudate Several small 
cervical lymph-nodes were palpable The blood-pressure was 
100/70 mm Hg The size of the uterus corresponded to three 
months’ pregnancy Offensive placental fragments protruded 
through the os 
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/inestii^aiions —Culture of high vngiml and cervical swabs 
gave a pure growth of Sia/ih pjojcinw, resistant to penicillin, 
but sensitive to chloramphenicol, streptom>cin, the tetn- 
ejehnes, and crytliromv cm Culture of nose, throat, and post¬ 
nasal swabs also jicldcd a moderate growth of pyogenes 
with the same scnsitivitj The urine contained a trace of 
albumin, pus cells, red cells, and granular casts, and coliform 
bacilli were grown on culture Culture of the frees was 
negauve Blood-culture was negative The white-cell count was 
12,000, with a neutrophil leucocytosis The scrum-potassium, 
scrum-sodium, and scrum chlorides were 3 2, 132, and 95 
mCq per litre respectively The blood-urea was 115 mg per 
100 ml The Wassermann reaction and tlic Kalm test 
W'ere negative Treponema paUtdum was absent from three 
preparations from the mouth lesion The gonococcal 
complement-fixation test was negative The Dick test and tlie 
Schultz-Charlton test, done on admission, were both negative 
Treatment —Tluids and clectroljtcs were administered by 
continuous intravenous drip The patient was given ctystallinc 
penicillin, 500,000 units six-hourly, \Vlicn tlic sensitivity 
reaction showed the organism to be pcnicillm-rcsistani, the 
drug was discontinued after 1 5 megaunits had been given, and 
tctracj'chnc was administered orally, 750 mg six-hourly, to a 
total of 10 5 g An infection of the mouth due to Candida 
albicam then developed, and the tetracycline was discontmued 
Nystatin, 250 mg six-hourly, to a total of 5 g, together with 
local crystal violet effectively controlled this, but on Teb 25, 
multiple furuncles appeared on the permeum and buttocks, 
and, five days later, on the right hand Intramuscular strepto¬ 
mycin, 1 g twice daily to a total of 13 g , was given, together 
with erythromycin, 250 mg six-hourly, to a total of 6 5 g 
Progress —Fever continued for twenty days, with tempera¬ 
tures up to 103°F After a week, the blood-urea had fallen to 
26 mg per 100 ml, and the electrolytes were normal The 
rash faded after three days and desquamation began on the 
seventh day, particularly on the hands, arms, and soles When 
the paticntxvas discharged on March 7, tlve uterus had involuted 
normally and the adnexa were clear All the staphylococcal 
lesions had healed, apart from one boil on the thumb from which 
tlicrc was still a slight discharge 
Case 3 —A girl, aged 19, was admitted on April 28, 1959, 
with a provisional diagnosis of scarlet fever Eleven days pre¬ 
viously she had a boil in the right axilla, and two days before 
admission complained of headache, stiffness in the wrists and 
fingers, and sore heels On the same day, a rash appeared on 
the hands, spreading to the legs and arms next day There was 
a history of cliickcnpox and pertussis only in childhood There 
had been no recent contact with infcaious disease 

The patient looked toxic, had frank rigors, and was faintly 
jaundiced The temperature was 103 d'T, pulse-rate 136, and 
blood-pressure 100/50 mm Hg There was a bright punctate 
crytliema involving the trunk and limbs with definite follicu¬ 
litis on the trunk The fauces were red, the tonsils small and 
iniccted, but there was no exudate The tongue was furred 
Small lymph-nodes were palpable in the anterior mangles of 
the neck 1 here was a small, tense abscess in the right axilla 
Botli wrists were shghtlv swollen and hot, and tliere was some 
swelling of the proximal interphalangcal joints of the fingers of 
both hands 

hie 1 jiiirarioiis —Tlic vv hitc-ccll count was 26,800 (poly morphs 
95‘V) Platelets 120,000 per emm Tlic crythrocytc-scdi- 
mcniation rate (ns k ) was 45 mm in the first hour (Wester- 
gren) In the corpuscle-fragility test,hTmolysisbcganatO 4P„, 
and was complete at 0 SO",, The urine contained urobilin and 
urobilinogen in excess The total scnim-protcms were 6 1 g 
per 100 ml (albumin 3 6 g per ml, globulin 2 5 g per ml) 
TIk direct van den Bergh test was positive Total scrum- 
bilirubin wIS 5 0 mg per 100 ml Tlie livcr-funaion tests were 
nonnal Culture of pus from the abscess showed a lieav-v 
grensth of Arup/i psooi.t es, phage-type 20 The ha.molvaic 
streptococcus was not isolated from cultures of nose, throat or 
post-nasal swabs Blood culture was nevatue Tlie Did test 
and the Schultr-Qnrhon test, done on admission, were both 
ncpvtiv c 


Treatment —Crystalline penicillin, 500,000 units six-hourly, 
was given initially, but this was replaced by tetneydme! 
750 mg six-hourly orally, when the sensitivity pattern showed 
the staphylococcus to be penicillin-resistant 

Progress —On the second day after admission, the patient 
was jaimdiccd and the rash was more pronounced The axillary 
abscess ruptured spontaneously and discharged thick pus The 
pyrexia abated on die fourth day, and the jaundice lessened 
Peeling begin on the palms and soles, and next day there was 
generalised desquamation The joints were no longer swollen 
By the tenth day, the desquamation was complete and the tongue 
was clean The total scrum-bilirubin was 0 5 mg per 100 ml, 
and the direct van den Bergh test negative The n s r had 
fallen to 8 mm The patient was discharged on the fourteenth 
day after admission, symptom-free The axillary abscess had 
completely resolved 

Two months later, the patient was readmitted with a 
recurrence of axillary boils, but on this occasion there was no 
rash and no jaundice 


Investigation of the Staphylococcal Pxltratc 
A sterile filtrate was prepared from the staphylococcus 
isolated from case 1, and mtradcrmal tests were done 
using (1) tlie filtrate alone, (2) the filtrate combined with 
scarlatinal anutoxin, and (3) the filtrate combined with 
staphylococcal antitoxin The results of the tests were 
inconclusive 

A filtrate of the staphylococcal culture from the nxilhrj 
abscess of case 3 was also prepared by the method 
described for the Dick toxin (Dick and Dick 1938) 
Diluuons'of this filtrate, 1/10 to 1/10,000, were made, 
using a buffer solution Intradcrmal tests on Dick- 
posmve subjects, using these dilutions, were then earned 
out 

Our method of doing the mtradermal test is to raise o 
button, approximately 5 mm in diameter, at the site of injection 
We have found by experience that injecting a fixed quantity of f 
toxin docs not mean that this amount will necessarily get into 
the tissues because there is usually leakage around tin. needle ji! 

Dilutions of I/IOO gave a bright erythematous reaction, \ 
about 10 mm m diameter, in susceptible patients The {'■ 
reaction began four to six hours after injection and was ^ 
maximal m twelve to eighteen hours 

After heating the filtrate to 100°C for sixty minutes, 'i 
there was no reaction when it was injected mtradcrmal!) , i 
into susccpublc subjects This preparation was used as a j'i 
control m the subsequent experiments on 37 patients, b 
chosen at random, suffering from diseases not associated x 
vvath staphylococcal or streptococcal infcctton , ^ 

The staphylococcal filtrate (dilution 1/100) was injected) 
intradcrmally into tlie anterior surface of the right forearm srd j y,, 
tlic control into the left, the Dick toxin and control bcine ,, 
administered vice-versa An erythematous reaction measuring ^ 

5 mm or more was regarded as positive, provided the contte 
test was negative, or, where both were positive, tlic reaction to , 
the toxin had to be appreciably larger than the control mb' 
Considered posiuvc The results arc summarised in tablet 
Of the 7 positive staphylococcal-toxm reactors, aged 2-5, --t 
2 were Dick-ncgauvc, of the 9 in the group 6-15, 4 were Diet i ' 
negative Both the patients in the ovcr-15 group who wtC|i 
Dick-positive also reacted to the staphylococcal toxin , 

TAHLC 1—B£AmO\S TO DIO TOXIV AND TO STAPintOrOCCAI TOVr ) 
(evsr 3) IN TATIINTS WITH DISmt, NOT ASSOCIATrjJ VVITH STArllVlO' 
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TABIE n—KEACnONS TO DICK TOSTS AND STAPHYLOCOCGU- TOXIN 
(CASE 3) IN 5 CASES OF SCARLET FEA-ER 


1 

Case j 

1 

Sex 

1 

Age 1 
! (Jt) j 

Daj i 

1 ‘ 

disease | 

Staphj lo- * 
cociJal j 
1 filtrate i 
(1/100) j 

1 

Staphjlo** 1 
CQCC^ j 
control 1 

Dick 

toxin 

Dick 

j Control 

1 1 

A1 

5 i 

! 2 i 

Positive 

Negative i 

Positi\ e 

Necative 

1 


i i 

1 12 I 

1 i 

1 « 

1 „ ! 

Negam e 

>» 


■ F ^ 

! 4 

. 2 


1 , 

Positive 1 


2 1 

1 

1 

1 8 


1 3» 1 

Negative ! 

9> 

3 1 

i F 

i 4 

5 

1 .. 

i •• 1 

Positi\ e 

1 

1 

! 


t 12 

1 

\ 3 * 

t » > 


3 > 

•4 1 

1 

1 8 

1 2 

1 Neganve 



1 

3 » 




1 12 

! 

I ' 

Negative 

3 

5 i 

! F 

1 ^ 

! 3 

\ Positive 

' * ! 

Positive 



1 

1 

1 

\ 

1 13 

1 

i 

3) 

33 


Similar intradermal tests were done on 5 consecum e cases 
of confirmed scarlet fever (all of whom had a heavy growth of 
^hsmolync streptococci m the throat swabs) These tests 
were done on admission and were repeated the dav before 
discharge The results are shown in table ll 
These results suggested that the erythrogenic toxin 
elaborated by the staphs lococcus was probably ana- 
gemcallj different fixim that produced bs the p-hsmo- 
Ivnc streptococcus This observation was confirmed to 
some extent by the fact that both the Dick and Schultz- 
Charlton tests were negam e in cases 2 and 3 on admission, 
when one would have expeaed these tests to hate been 
positive if the patient had scarlet fever 

Discussion 

Certam strains of Staph pyogenes can produce an 
erjThrogenic toxm Pilot and Afremow (1927) prepared a 
filtrate from a staphylococcal culture which gave an 
erythematous reaction measurmg 2-5 cm on mtradermal 
mjection They found that anntoxm serum, prepared bv 
injectmg the ffltrate mto rabbits, neutrahsed the skm 
reacnon, but that this serum had no effect on the erythro- 
gemc toxm produced by the hccmolytic streptococcus 
Stevens also noted m his cases that the rash was blanched 
by staphylococcal anntoxm, but was unaffected b) the 
hKmoljTic streptococal anntoxm 
Satake (1927) isolated a hamolync Staph aureus from 
^ the.throat of a panent with scarlet fever, m whom search 
for the hasmolvnc streptococcus had pros ed fhutless He 
demonstrated an erythrogemc toxm m the filtrate from a 
culture of this staphs lococcus, which produced a tj^pical 
scarlet-fes er svndrome when given m large doses to 
j subjects whose skm reacted to the toxm 
, Reme (1930) found that 12 out of the 15 strams of 
hsmolsTic staphs lococcus tested vielded an erythrogemc 
toxm Mundt (1939) exammed the filtrate from the 
, cultures of 19 different strams of hsmoIjTic Staph 

^ aureus, and found that 10 of these strams snelded an 

' erythrogemc toxm which produced a reacnon similar to 
the Dick test m Dick-posinse subjects She also showed 
( that the addiuon of scarlatmal anntoxm neutrahsed the 
effect of this toxm These findmgs were substannated by 
^ Aranow and Wood (1942) who isolated a Staph aureus 
/ from repeated blood-cultures of a panent with osteo- 
ms ehns m whom severe scarlatmiform erupnon developed 
^ of oiit panents (cases 2 and 3), where the 
^ Sch^tz-Cliarlton test was done on admission, there svas 
no blanchmg of the rash when scarlatmal anntoxm svas 
mjected mtradermalls 

Toxiats, a bnght ervthema, and profound desquama- 
non svere features of our three panents The jaundice m 
/ case 3 ss-as undoubtedls caused bj mtravascular htemo- 


Issis due to the sesents of the mfecnon It is surprismg 
that the staphs lococcus was not isolated from the blood- 
culture m this case, but onlv one culture was possible 
before startmg annbionc therapy 

Summary 

In three illnesses resembhng severe scarlet fever 
the onlj pathogen found was the Staph pyogenes 
It was demonstrated, by mtradermal tests on suscep- 
nble subjects, that the filtrate, prepared from the 
culture of the staphj lococcus isolated from case 3, con- 
tamed an ersThrogemc faaor This ervthrogemc toxin 
may' differ m its anngemc propernes from that produced 
bv the hasmolymc streptococcus 

We should like to thank Dr William Gmm and Dr A M Ramsay 
for their encouragement and for access to the records of case 1 which 
was not seen bv either of us We are also mdebted to Dr R E O 
Williams, Staphylococcal Reference Laboratorv, Cohndale, for 
phage-typmg the orgamsm isolated from ca'e 3 It is a pleasure to 
acknowledge our grautude to Miss M E Seacock, librarian of the 
Roval Free Hospital 
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Parenteral admimstranon of foreign serum stimulates 
the formation of preapitatmg antibodies and may sensmse 
the recipient, so that a subsequent dose of serum produces 
anaphslactic reactions Glenny and Hopkms (1922) 
showed that m laboratory animals a second dose of foreign 
serum disappears from the blood much more rapidly, and 
that, if this serum contams antibodies, these remam m the 
circulation for a very much shoner time The duration 
of passive immunity conferred by antitetanus serum is 
behesed to be likewise reduced m panents who have 
previously received tetanus anntoxm (Pashng Wnght 
1958) 

We report here a case in which hypersensmsutv to 
horse serum dev eloped as the result of anntovm therapy 
Circulating tetanus anntoxm and annbodies to horse 
serum w ere estimated The rapid fall m arculanng ann¬ 
toxm and the rise m ntre of annbodies to anntoxm support 
Paylmg Wnght’s stcw 

Case-record 

A leatherworker, aged 20, sustamed a compound fracture 
of the right tibia and fibula m a motor-cvcle acadent on Dec 5, 
1958 He was given 1500 units of anntetanus serum mtra- 
muscularlv, and was admitted to Kmg’s College Hospital under 
the care of Air R. C F (3atterall A few hours later the com¬ 
pound fracture was explored, a skm graft applied, and the lunb 
externally fixed 1 million umts of crvstalime penicillin was 
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given intramuscularly every tvvehe hours for four weeks, 
during which time further skm grafts were apphed The area 
of the wound was subsequently reduced to about 1 sq cm 
over the tibia anteriorly The patient vvas discharged from 
hospital m an above-knee plaster on Feb 25, 1959 On 
June 2, 1959, discharge from the wound was very slight and 
the patient vvas beanng weight on his leg wathout pam 

On June 16, 1959, he noticed that lus back vvas stiff and he 
had difficulty in moving his jaw Two days later spasms had 
spread to his back and abdommal muscles Tetanus was 
diagnosed, and he w as admitted to hospital under the care of 
the late Dr A Gilpin 

Treatment 

Because of the patient’s previous serum injections, test doses 
of anticetanus serum were given subcutaneously 0 2 ml (1000 
units) and, after an interval of forty-five rmnutes, 1 ml (5000 
units) No systemic reactions were observed, but both doses 
gave rise to local cryaliema 2 cm in diameter He was therefore 
given 100 mg of chlorpromazme intramuscularly, and a further 
10 ml of antiserum vvas injected very slowly intravenously 
After 6 ml had been injected, he became breathless and com¬ 
plained of pricking m the face Tetanic spasm involved the 
back and limbs 3 ml of a 1 in 1000 solution of adrenaline vvas 
given intramuscularly and subcutaneously over the next five 
minutes He became shocked, and his blood-pressure fell to 
60/0 mm Hg Because of the severe reaction, and the likelihood 
that the condition vvas chronic tetanus, no further antitetanus 
serum vvas given The patient’s condiuon deteriorated over 
the next few days, spasms occurred at irregular intervals 
Chlorpromazme and pethidine were given for sedation and 
to alleviate the pam of the sustained muscular contraction 
A wound-swab grew Clostndtum tetam The wound vvas 
thoroughly cleansed, extensive debridement vvas not attempted 
as this would have necessitated amputauon By June 28, 
1959, tw 0 weeks after his first symptoms, the patient’s condition 
had begim to improve, the stiffness cased, and a month later 
he vvas discharged from hospital after receiving the first dose 
of a full course of tetanus toxoid without ill cffcCT 
Investigations and Discussion 

Scrum vvas taken from the patient on the sixth, ninth, 
and fourteenth days and six months after the last mjection 


TABLE I—OBSERVTD AND EXPECTED SERUM ANTITOXIN LEVELS AFTER 
INJECTION OF 30,000 I U 


nfier 

infection 

1 Observed \'alucs (anti¬ 
toxin units per ml) 1 

Expected values (nnu- 
toxm umts per ml ) 

6 

1 2 

24 

9 

<001 

1 6 

14 

<0 01 

1 0 


of anuserum, and its tetanus-antitoxin content vvas 
titrated in mice by the method of Glcnny and Stevens 
(1938) The normal antitoxm values to be expected after 
an injecuon of 30,000 umts of antitoxin have been esa- 
mated from data given by Barr and Sachs (1955) These 
values are compared with the panent’s in table i The 
lev el m the pauent on the sixth day is half of that expected, 
and all effective immumty has disappeared by the mnth 
day This destruction is not quite as rapid as that in 
ammals (Glcnnv and Hopkins 1922), m which by the 
fourth dav no antitoxin was detectable 

Antibody to horse serum and to equine tetanus-anti- 
toxm globulins vvas titrated by an agar-gel prcapitanon 
mctliod, and by humagglutmation of sensitised tanned 
cells The results (table li) show that the sera taken on the 
ninth and fourteenth days, which contained neghgiblc 
amoimts of antitoxin, have high titrcs of antibody to 
horse-scrum proteins These antibodies were still detect¬ 
able after six montlis 

Scrum taken on the fourteenth day vvas also tested 
against normal sheep, pig, and goat scrum, ns it has been 


TABLE 11—TITRATION OF ANTIBODV TO HORSE SERUM AND TO TETASOn 
ANTITOXIN 


Da>*s 

after 

in/ection 

Titration method 

1 Apar gel precipitation 

j Hiemagglutination 

Normal 
horse serum 

Tetanus 
antitoxin* | 

Horse 

scrum 

Tetanus 

antitoxin* 

6 

1/8 

1/8 

1/25 

1/25 

9 

1/128 

1/128 

J/625 

1/625 

14 

1/128 

1/128 

1/625 

1 625 

180 

0 

, 0 

1/25 

1/5 


• WcUcomc brand, consisting of en^)nic refined horse globulins, uas used 


suggested that anutoxin prepared in other animals might 
be used for patients sensitive to horse serum 
Sera from all three speacs gave positive precipitation 
rcacuons with the pauent’s undiluted serum and hxm- 
agglutination to a titre of 1/25 Though these rcacuons 
were very much weaker than those found with horse 
serum, the cross-reacnons suggest that foreign serum 
should be administered with care to patients sensitive to 
horse serum 

Summary and Conclusions 
Tetanus developed in a patient who vvas hypersensitive 
to horse serum 

Tetanus antitoxin in the patient’s serum was estimated 
shortly after a dose of 36,000 units of antitctanus serum 
Six days later 1 2 units per ml (half the expected value) 
was found, and on the fourteenth day no antitoxin vvas 
detectable Precipitating antibodies to horse-serum 
globuhns were found at a higher titrc in the fourteenth- 
day than in the sixth-day sample and were still present, 
though at low utre, six months later 
This case illustrates the following points 

1 The protection given by tetanus antitoxin is greatly 
reduced in patients with anaphylacuc reactions and may also 
be reduced in those who, though not obviously hyperscnsiuvc, 
have received horse scrum before 

2 Because of cross-reacuons, tetanus antitoxin from 
animals other than the horse is unlikely to be of pracucal use 
m the treatment of those hypersensitive to horse scrum 

3 The most cffccnvc means of reducing the incidence of 
hypersensitivity rcacuons and their sequela: is activ c immunisa¬ 
tion, parucularly of those who have received prophyhaic 
anuserum Indeed, if this patient had been acuvely immumscd 
soon after the accident he might possibly not have had tetanus 

Wc wish to acknowledge our indebtedness to Mr R C T Caiierall 
and the late Dr A Gilpm for permission to publish, to Miss M Barr, 
of the Wellcome Research Laboratories, for the estimations of 
antitoxin, to Dr Leslie Cole for ads ice on treatment of the patient, 
and to Sister O Bonner and her staff for their expert nursing 
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“ a cry was soon echoing from committee to committee 
‘ The smaller the school the better the scliool ’ (a fore runner 
perhaps to one of Parkinson s Laws) Now, it must be obvious 
to everyone that large classes arc bad, but is the reverse true? 
Arc small classes necessarily good^ The answer is, no Once 
the numbers drop below a certain cnucal point they arc definitely 
bad Every clinical teacher knows that the success of ward- 
round teaching depends on the presence of a group of students 
A worth-while discussion tlicn ensues, one man is set agam't 
another, diverse opinions arc expressed, and slowly the csscrlial 
facts and truths are cleared of their irrclcv anacs How different 
and dreary arc ward rounds waili one soliiao student' And 
how little real tcachinc docs he gel' —Prof J Chassap ,Moli' 
The Future of the Clinical School at Oxford a Svmposiu"! 
Oxford Medical School Gazette, 1960, 12, b5 
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Calcium Metabolism and the Bone 

Paul FourmaNj md,dsc,frcp, senior lecturer in medicine, 
Welsh National School of Medicine Oxford Blackwell Scien¬ 
tific Publications 1960 Pp 325 37r 6d 
Calcium metabohsm has been attracting more and more 
attention smce the appearance of a celebrated American 
monograph in 1948 Recent international meetings have 
revealed worldwide interest in such matters as the problem 
of fractures m the elderly, the early diagnosis of primary 
hyperparathyroidism, the biological half-life of bone-seekmg 
isotopes, and the nutriuonal requirements for calcium and 
vitamm D All chmcians and other mterested workers have, 
however, been aware of the need for an additional textbook 
Dr Fourman’s distmgmshed work is therefore very welcome, 
and It deserves to be widely read He reviews the whole subject 
m matter-of-fact manner, steermg a fair course between 
dogmatism and excessive caution 74 pages of references 
testify to his hard work and well-selected reading and will be 
mvaluable to many workers m all branches of calcium metab¬ 
ohsm Students and general clmicians, on the other hand, 
will be more impressed by the conciseness of the writmg and 
the skilful balance which has been preserved between bio¬ 
chemical and clmical aspects There are very few illustrations, 
but that has kept down the cost, and the book can certainly 
be recommended as very good value for money 

Epilepsy and Related Disorders 

W G Lennox, m d , sc n , associate professor of neurology 
emeritus. Harvard University School of Medicme, M A 
Lennox, m d , member. Institute of Neurophysiology, Copen¬ 
hagen London J & A Churchill 1960 Pp 574 (vol i) 594 
(vol II) 96i 

Dr W G Lennox spent a busy life studymg the problems 
of epilepsy, and he acqmred a vast expenence of the many 
variations of the disease Written m conjunction with his 
daughter, this two-volume work brmgs together this knowledge 
and represents the clmical practice of a devoted doctor who was 
an enthusiastic pioneer for the welfare of epileptics He was 
eager to accept all the help science could give and he himself 
contributed both to detailed scientific applications m diagnosis 
and treatment and to the diffusion of a more rational and 
scientific attitude to the subject But he was also wilhng to be 
moved by the human problems of epilepsy, and this lent energy 
and enthusiasm to his endeavours especially m therapy and 
management For many years, as head of the seizure division 
of the Boston Children’s Centre, he guided the approach in 
this subject both of this hospital and of American paediatrics 
m general All this is woven mto the book, which presents the 
modem view of epilepsy for which Lennox was largely 
responsible 

The first volume is concerned mainly with clmical descrip¬ 
tion, the second rather more with detailed diagnosis and treat¬ 
ment the last chapter of the first volume, on genetics and 
the broad factors of causation, bridges the gap A useful list 
of references both to books and papers on the subject is 
appended 

Mthough this IS a full and comprehensive account of epilepsy 
and will be an essential source of reference to neurologists for 
many years to come, it remams m style and emphasis the 
personal testament of a doctor no bad thmg perhaps at a time 
whm science often seems temporarily to be m compeution 
rather than collaboration with humamsm m medicme 

C^mcals in Food and m Farm Produce Their Harmful 
tnects 

Franxlin Bicknell, d m , consultmg physician to the French 
wospital, London London Faber & Faber 1960 Pp 180 
I2s 6a 

The many substances now being added to our food have 
become a mghtmare to legislators and to other people who 
have thought about this subject dunng the past fifteen years. 


and this book gives an interesting account of some of the 
additions The first chapter (on naturally occurring poisons) 
and the last (on the dangers of insecticides and similar sub¬ 
stances to worms, fish, and insects) are perhaps the best The 
author is a firm behever that food, the whole food, and nothing 
but the food, is the only safe and proper thmg to eat Flour 
must be unbleached, fats not hydrogenated, colouring-matter 
and emulsifying agents strongly discouraged So far so good, 
but here and there he has overstated his case How true is it, 
for instance, that toxic substances added to our food explam 
many of our recognised congemtal abnormahties ? Fluoride is 
one of the few additions to food which Dr Bicknell judges 
worthy of consideration 

There are advantages as well as disadvantages in processing 
foods for a avihsed commumty, and many people think that 
our scientists, industrialists, and legislators have not done all 
that badly by most of our foods—so far at any rate 

This IS a good and well-documented book It can be 
recommended to objective readers who are not hkely to be 
frightened by the possibihty of finding “ death in the pot ” 

The Collected Papers of Paul Ehrlich 

Compiled and edited by F Himmelweit, md,phd,frcpe, 
director, department of virus research, Wright-Fleming Institute, 
St Mary s Hospital Medical School, London With the assist¬ 
ance of the late Martha Marguardt London Pergamon 
Press 1960 Vol 2 Pp 562 Vol 3 Pp 615 £8 each , 
There were three mam phases in Ehrheh’s career, and if his 
pubhshed works be arranged according to their subject they 
are found to be in approximately chronological order His 
graduation thesis was upon staimng methods using the amline 
dyes which had become available for the first time a few years 
before, and these same dyes, used as chemical reagents, 
occupied him until 1891 Then the discovery of antitoxins by 
von Behnng and Kitasato turned his attention to immunology 
(and later to the immune phenomena provoked by certain 
transplantable tumours) By 1904 techmques had been des¬ 
cribed, notably by Laveran and Mesml, for the maintenance of 
strains of some parasites in laboratory ammals, and Ehrhch 
resumed his work with dyes But he was now concerned with 
their action in expenmental trypanosomiasis and spiriUosis 
These were the studies which led, in 1909, to salvarsan, and 
which continued until his death, six years later, at the age of 61 
These two volumes of the senes cover the second and third 
of these penods One contains just over fifty articles on 
immunotherapy and immune reactions, and it includes the 
classic monograph on the assay of diphthena antitoxin which 
was wntten in the estabhshment created by the State for Ehrhch 
to head, the Royal Prussian Instimte for Serum-testing 
(housed partly in a stable, partly m a converted bakery) The 
other volume has a similar number of papers on chemotherapy, 
beginning with his first venture, when he demonstrated the 
action of methylene-blue in malana Ehrhch was the son of a 
Silesian innkeeper, and the article concludes with a delightful, 
but almost irrelevant, note upon a httle known physiological 
property of newly brewed beer 

These books are beautifully bound and printed, because the 
original text has been used throughout, most of the contents 
are in German Translauons are appended, however, to some 
of the most famous papers 

Equipment for the Disabled 

Compiled by Margaret AgerholMjM b ,lecturer, Elizabeth M 
Hollings, m a o t , head occupational therapist, Wanda M 
WiLLlAAls, M A o T , Warden, Mary Marlborough Lodge, Nuffield 
Orthopaidic Centre, Oxford London National Fund for 
Research into Poliomyelitis and Other Crippling Diseases 
1960 4 vols 120 j 

Many patients and many mstitutions have developed special 
skills and devices to cope with almost every aspea of an 
incapacity Unfortunately there is no clearmg-house for 
collatmg information on their methods, or for makmg it avail¬ 
able to a wider circle The council of the Pohomyelins 
Research Fund have gone a long way towards remedymg 
this by pubUshmg this “ mdex ” 
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Each, volume is a stout folder, containing a number of loose- 
leaves m an “ open-flat ” type of steel clip These pages are 
mdcxed under such headmgs as Transport, Cookmg, and 
Personal Toilet Each item has a separate page, with an illus¬ 
tration and an address from which it is obtainable The equip¬ 
ment IS of three vaneues speaally manufactured, purchasable 
m ordihary shops, but with a particular value for the disabled 
(for example, an elecmc iron which weighs only 2 lb), and 
home-made (such as devices for tummg keys or door-handles) 

The mdex, sold on a non-profit basis, is to be supplemented 
by further pages issued to purchasers from time to time 
It should be available m every hospital 

Urology in General Practice 

Ian Parton, mb,bsc,frcs, assistant urologist, Auckland 
Hospital, New Zealand London Butterworths 1960 Pp 293 
4Sj 

Designed for the general practitioner as a guide to procedure 
m urological disease and emergency, this book abounds m good 
humoUr and common sense and gives a brief survey of current 
urological practice tvithout going too far into the realms of 
acadenuc controversy From it the practmoner will gam a 
shrewd idea of the significant combmations of symptoms and 
signs in gemtourmary disorders, and the mdicauons for seekmg 
specialist advice Tlus advice may vary according to the avail¬ 
able means for diagnosis and treatment, and also the mclmation 
and abihty of the practitioner to perform nunor surgery 
Conditions m New Zealand clearly differ from those m urban 
areas of Britam access to a urological centre may be more 
difficult so that there is greater scope for the practitioner to make 
diagnostic decisions and to undertake emergency treatment 
Nevertheless the pracucal information m this htde book will 
be of mterest to all as a thoroughly sensible review 

Disc Lesions and Other Intervertebral Derangements 
E J Crisp, m d , d phvs med , consultant physician emeritus in 
physical medicine, Guy's Hospital, London Edinburgh 
S & S Livingstone 1960 Pp 158 15/ 

It is a Shavian parodox that doctors write most on those 
diseases about which they know least Certainly the number of 
books and articles they continue to produce on such topics as 
spinal arthritis, postural defeas, and disc protrusions indicates 
the problem posed by the multitude of patients seeking rchef 
from baciache and sciatica 

Dr Crisp makes no claim to have solved this problem His 
book is not prefaced (as many are) with a lengthy and hypo¬ 
thetical discussion on the muology of backache He is concerned 
only with the practical management of some half-dozen clearly 
defined sjaidromes associated with pain in the back Mampula- 
tion and tracuon, the mainstays of his method, are described 
in detail, but manipulation is not extolled as a universal panacea, 
and tracuon is not applied, Procrustean fashion, to every pauent 
An interesung use is made of sirappmg, to relieve the discomfort 
of an acute disc prolapse, and he attributes the benefiaal effects 
of the old-fashioned belladonna plaster, not to its medicinal 
propcrucs, but to the skin tension and restnenon of movement 
It produced 

In recent years the treatment of back pain has become 
increasmcK conservame, and this is a \ery useful primer on 
nonoperatitc measures From later editions one would like 
to Icam the author’s views on the place—if any—of sedauves, 
rclaxsnts, and oiber drvgs 

Disease and the Advancement of Basic Science 

Editor Henry K BEEaiER Cambridge, Mass Harvard 
Universitv Press London Oxford University Press I960 
Pp 416 lOOi 

What is the best understood of all diseases^ It is dis¬ 
concerting to learn of Dr Alex Beam, of the Rockefeller 
Institute, that it is one of which many doctors know httle 
Yet, as he points out, sicklc-cell anaunia and the related 
hxmoglobinxmm arc the onlv diseases of which we can be 
said to have a ‘ molecular knowledge” (The abnormality 
IS an inherited anomaly of the hemoglobm molecule in the 


reduced form the molecules cohere, to produce needle-like 
crystals which are longer than the diameter of the red cells, 
and so deform them ) The chemical and physical data vaclded 
by the mvesngauon of such diseases are important contribu- 
uons to non-climcal sciences The same is true of the endocrine 
disorders, which are commonly the fint diseases a medical 
student studies He sees m them a demonstrauon of the part 
physiology has played m the advancement of medicine yet 
they are, in fact, omstanding examples of a converse relation¬ 
ship by which the study of a pathological process has cast light 
upon normal function 

This symposium is concerned with just this relationship of 
medicme to the ancillaty sciences Only three of its tw enty -one 
chapters, however, deal with hiematology and the ductless 
glands The others examine the results of research into 
(among other conditions) virus infecuons, rheumatism, and 
dea&ess All are wntten m masterly fashion by acknowledged 
experts, but that by Dr Percival Bailey is particularly fasemat- 
mg, for he reviews the steps by which our imderstandmg of 
neurophysiology has advanced These come from observations 
as far apart as those of Hippocrates when a psychotic patient 
developed malaria, and of Hoffmann when he was accidentally 
poisoned with lysergic acid 

Medical Electronics (Proceedings of the Second International 
Conference on Medical Electronics, Pans, 1959 London lliffc 
1960 Pp 614 £7 5s ) —Edited by Dr C N Smyth, this 
book records a conference that attempted ‘‘to umte the 
disciplmes of medicme and clecmcal engineering ” 80 papen 
are given m full, with the subsequent discussions, and some 
60 others in abstract MoSt of the papers arc in English but 
some are m French Many of the abstracts arc rather too short, 
and some of the papers are on subjects bttlc connected wnth 
electromes, though interesting in themselves There remain 
many able contributions describing the design, construction, 
and application of scientific instruments for the collection of 
physiological data m human or animal subjects A useful 
introductory secuon on clectrophysiologica! techniques includes 
excellent papers on muscle potential amplifiers (L H Mont¬ 
gomery and Sam E Stephenson) and on cyc-movcmcnt 
recording (by several British authors) The book should find 
6 place m every medical library', for it contains an abundance 
of practical information not conveniently available elsewhere 
Regrettably, much of the enterprise and ingenuity revealed 
here will never be fully exploited Clinicians generally prefer 
less spectacular methods of investigation, and on the whole they 
arc right What is needed is for first-class physiasts and 
electrical engineers to join teams of doctors in basic research, 
rcsisung the temptation to dissipate energy in producing more 
instruments or gadgets The Intcmauonal Federation for 
Medical Electromes would do well to organise smaller meetings 
for the study of more fundamental problems at a higher 
intellectual level Further gatherings of back-room boys may 
be useful but will not be decisive 

The Electrical Activity of the Nervous System (2nd 
cd London Pitman Alcdical Publishing Co 1960 Pp 273 
35j ) — The new edition of Dr Mary Brazier’s book remains 
a valuable source of reference to classical work on the clcrtrical 
acuvity of the nervous system For the neurologist it outhnes 
clearly and succinctly the clectrophysiologica! bad ground of 
clinick phenomena in the nervous system Although clinical 
practice must always have a disaplmc and frame of reference 
of its own, It must also take cognisance of established physio¬ 
logical faas, and neurology is entering once mote a phase m 
which clmical problems m nerve and muscle function must be 
incrcasmgly mterpreted in terms of disordered phvsiology 
Dr Brazier’s book is a useful guide to established fact and 
worthwhile hypothesis It also fulfils another and increasing!' 
important function m bridging the gap betweecn the findings 
of experimental and laboratory ncurophysiologv md those of 
cluucal experience It can be recommended as an up-to-date 
and balanced guide both for the final-ycir phvsiology student 
and the climcian who wishes to begin or renew his acquainf’-nce 
with the electrical activ itv of the ncr ous sys cm 
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Myocardial Infarction 

The natural history of coronary occlusion and myo¬ 
cardial mfarcnon has become even more important now 
that anticoagulant drugs have been accepted as standard 
treatment m the acute phase and are commonly used m 
the long-term prophylaxis of further attacks Two 
studies have largely confirmed earher reports about the 
prognostic factors influencmg the outcome of the acute 
attack, and illustrate how selection of cases affects the 
mortahty-rate Beard et al ^ studied 503 U S veterans, 
all suffenng ffom an minal myocardial infarction con¬ 
firmed by an electrocardiogram Smce these workers 
were particularly mterested m the 3 'ounger age-groups 
all records of those under 50 years were mcluded, but 
only a sample of available patients over that age were 
studied, thus 36% of patients were under 50, and the 
mortahty m the first two months for the whole senes 
was 15% By contrast White et al ^ found a mortahty 
in the first six weeks of 61% among 344 unselected 
male patients, of whom 70% were over 60 years of age 
and 28% had had a previous mfarcaon In both senes 
the mortahty rose considerably with advancmg age— 
mthe senes of Beard et al, m those over 60 the mortahty 
was more than double that m those under 60 Plainly the 
different age-distnbuuon accounts for much of the 
dispanty between the two senes and Beard et al’s 
senes is also likely to have contamed a lower pro¬ 
portion of panents who died shortly after adrmssion In 
both groups severe shock or congestive failure more than 
trebled the immediate mortahty, and White et al 
found that shock was a particularly bad sign m patients 
with a previous infarct High fever for more than a 
few days, a leucoc 5 n;osis above 15,000 per c mm, and 
any cardiac arrhythmia were aU assoaated with a higher 
immediate morrnhty Beard et al report a mortahty 
of more than twice the overall rate m cases where 
thromboembohc comphcations developed, but do not 
state whether death wns usually due to pulmonary 
embohsm In both senes hypertensive patients had a 
higher mortahty m the acute attack, Beard et al found 
a significantly worse prognosis m patients with angma 
for longer than a month before infarction, while White 
ot al were particularly impressed by the high mortahty 
in 3 oung diabetics Generally speakmg, bad prognostic 
signs are those mdicatmg a large area of infarction 
Whereas the immediate mortaht 3 '-rates vary widely, 
the fi\ e-year-sunnval figures, as Beard et al pomt out, 
agree remarkably closely This is emphasised by 
McMichael and Parry a m a cntical analysis of the 

1 B^d O W Hipp H.R. Robins M Tailor J S , Ebert R. V, 

, Beran L G ylmn- J Med 1960 28 871 

*• A E., Moore F J , Mannorston J Arch tntem Med 1960, 

10a 859 

3 McMichael J ,Parr 5 E H O Lancet,'\ov 5 1960 p 991 


factors influencmg the long-term prognosis after 
coronary-artery occlusion Their review of the numerous 
pubhshed senes ^ suggests that about 65% of 
survivors of the acute attack will be ahve after five 
years, but the prospect dechnes with mcreasmg age, so 
that those senes containmg a higher proportion 
of old panents have a correspondmgly dimimshed 
five-year-survival rate Certam features of the acute 
illness not only worsen the immediate prognosis but also 
mili tate ag ains t long-term survival Espeaally notable 
among these are congesnve failure, cardiac enlarge¬ 
ment, arrh 3 rthnuas, previous mfarcnon, and diabetes 
chances of survival for five years are roughly halved m 
those with cardiac failure ® Other factors, such as 
econoimc class and abihty to take extra care of the health, 
may contnbute to a survival-rate above the average 
McMichael and Parry therefore conclude that the 
shghtest degree of immtennonal bias m the selecnon of 
panents for long-term anncoagulant treatment and 
control groups could profoundly influence the results, 
pamcularly if the numbers are small They suggest 
that such bias may m fact have vinated results, smce 
m three large trials the survival-rates of the control 
groups were rather below the lower limit expected m a 
group of untreated panents, whilst m another tnal^^ 
heart-fadure was twice as common m the control group 
as m the treated group Furthermore, no treated group 
has yet had a survival-rate above the upper limit 
of tie range expected m untreated cases—though 
admittedly most results are shghtly better than the 
average 


McMichael and Parry suggest that the only benefit 
apparent fi-om long-term admmistranon of ann- 
coagulants m the two most careful studies yet reported— 
those of Bjerkelund and the Medical Research 
Council^—^is a shghtly lower mortahty-rate m the 
first few Imonths after mfarcnon Bjerkelund found this 
only m men under 60, and the difference was also 
less notable m older men m the Medical Research 
Council tnal In neither senes did women benefit at aU 


Reported tnals have mvanably stressed the reduced 
madence of recurrent mfarcnon m treated panents, but 
recurrent mfarcnon is often diffi cult to diagnose, and 
sudden death after previous mfarcnon is not always 
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due to this cause In any senes where sudden death 
from other causes is not clearly excluded, the incidence 
of recurrent infarcuon is liable to be overestimated, 
and tins criticism may apply to the M R C trial In 
addition tliere is disagreement as to the durauon of 
protection Bjerkelund found no difference in his two 
groups after one year nor at any time among those over 
60, whereas the M R C trial suggests that protection 
continues into the second year 
McMichael and Parry’s analysis has made them 
criUcal of the claims advanced for long-term anu- 
coagulant therapy, particularly as a means of prolonging 
survival or preventing recurrence Florev has 
remarked that the assumption that an anucoagulant 
will prevent thrombus formation is not necessarily 
correct cardiac infarcuon has been reported in hemo¬ 
philiacs and Gilchrist and Tulloch found no 
real diflerencc between the inadcnce of mural thrombi 
in patients W’ho were receiving anucmgulants and those 
who were not If anucoagulant drugs prevent arterial 
tlirombosis, why should their prophylacuc acUon 
apparently be confined to the first few montlis after 
infarcuon ? McMichael and Parry suggest that either 
tlieir effect may be in some way related to the hcahng 
phase of infarcuon, or sudden cessauon of treatment in 
controls renders tliem unduly prone to further infarcuon 
The acid tests of any form of treatment arc whether 
It IS cffccuvc and whether it is safe McMichael and 
Parry arc clearly unconvinced, and they remark that 
fatal hxmorrhage can result from tlic use of anu- 
coagulants If tlicir arguments arc accepted—and 
correspondence has already shown that their rcserva- 
Uons arc shared by otliers—then our earlier esumauon 
of long-term anucoagulant treatment was over¬ 
hopeful and It would seem logical to disconunue 
anucoagulant therapy after six montlis or a year, as 
Bjerkelund originally recommended 

The Biology of Metastasis 
Among tlic more pcrplcjung current biological prob¬ 
lems arc those concerned with cell “ rccogmuon ” and 
cell diffcrcnuauon Up to what level can cells, as 
disunct from the whole ammal, discriminate beuveen 
“self” and “not self"? Have cells the inherent 
mechanisms to develop into organs and ussues, without 
outside “ informauon ” ? 

In 1908 Wilson noted that when sponges were 
squeezed through a fine silk mesh, individual sponge 
cells were libcntcd Left in a dish of sea-water, the 
individual cells mov cd ov cr the surface of the dish, came 
into fresh contact w ith each otlier, and reaggregated to 
form new sponges Holttreter found that amphibian 
embryos could be dissoaatcd into single cells by briefly 
raising tlie pH of their environment to about 9 7 This 
treatment did not interfere with tlic viability of tlic 
isolated cells or vvitli tlicir subsequent difTercnUaUon, 
irTil ro irhiTToM'. i> 1320 
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when their environment was brought back to physio¬ 
logical pH8 When mixtures of different types of cells, 
dispersed from tlic same embryo, were cultured, it was 
clear that, although iniually any of the cells might unite 
indiscriminately with any otlier cells, they eventually 
sorted tlicmsclvcs out so that aggregates of like cells 
were formed Holtereter concluded that the sorung- 
out processes were largely due to posmvc or negauve 
affiniucs of the cells that is to say, in tlic rcaggregauon 
process cells of the same tissue (homotypic) malung con¬ 
tact witli each other would cohere permanently, whereas 
cells from unlike tissues (heterotypic) w'ould not 
In 1952 Moscona described the reaggrcgation of 
cells from chick embryonic organs which had been dis¬ 
persed by the action of trypsin He found tliat aggregates 
formed in suspensions of chondrogemc cells gave nse 
to nodules of cartilage, suspensions of isolated meso¬ 
nephric cells produced aggregates which dev'clopcd into 
vesicular and tubular structures resembling tlic cxcrctoiy’ 
tissue of the embryo Later Moscona showed that, 
when suspensions of chondrogemc and myogenic cells 
were cultured together, aggregates were formed in 
which tlic cells sorted tlicmsclvcs out so tliat an inner 
nodule of cartilage was differentiated, and this was sur¬ 
rounded by an envelope of myogeme cells In 1957 
Moscona described tissue specificity in the reaggrega- 
tion patterns of trypsin-dispcrscd chondrogemc, nephro- 
geme, and hepatogenic cells from the embryonic mouse 
Cells from like organs aggregated together Further¬ 
more, when mixed cell-suspensions from 12-day-mousc 
and 4-day-chick embryos were cultured, chimxnc 
(organ) aggregates were formed provided tliat die cells 
from the two species came from ^c same type of ussuc 
Cells from different tissues, even when obtained from 
the same embryo, did not form stable heterotypic 
aggregates In this type of expenment, tlicrcforc, ussuc- 
spccificity took precedence over spccics-spccificity 
Lately P Weiss and A C Taylor “ have shown that 
organs from S-ld-day-old chick embryos, whicli have 
been disaggregated with mixtures of trypsin and papain, 
re-form and undergo a remarkable degree of develop¬ 
ment when cultured on the chorioallantoic membranes 
of 8-day-old embryos After 9 days’ culture on chono- 
allantoic membranes, grafts of completely disorganised 
metancphric cells form symmetrical organs with dearly 
defined cortices, medulla:, tubules, and malpighian 
corpuscles 

The experimental evidence shows that, in the sorung- 
out processes that occur in cell suspensions, the 
capabihucs of cells for differentiation and speaaliscd 
recombination arc associated with information on the 
cell surface which makes recognition at cell level 
possible L Weiss ■" has suggested that tins recognition 
may be expressed in terms of cell adhesion Titer, 

P Weiss, and Spiegel suggested tliat cellular 
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adhesion invokes mechanisms similar to antigen- 
antibody reactionSj and that differences m cell adhesive¬ 
ness may reflect anDgemc change It is therefore 
mterestmg that Weiler “ has demonstrated antigemc 
differences between normal rat hver cells and those 
from butter-yellow hepatomas It might be expected 
that there would be different contact reactions between 
normal cells on the one hand, and between normal and 
malignan t cells on the other 
The work of Abercrombie et al has revealed that 
when sheets of normal embryomc fibroblasts m culture 
come mto contact with each other, either the cells move 
away from each other or, if this is not possible, migra¬ 
tory movements stop altogether, this feature has been 
termed “ contact inhibmon ” On the other hand, when 
vanous types of mahgnant cells come mto contact with 
normal fibroblasts under the same experimental condi¬ 
tions, the mahgnant cells move through and over sheets 
of the normal cells As Abercrombie et al pomted out. 
It would be rash to chrecdy relate m-vitro experiments 
with embryomc tissue to the observed invasive behaviour 
of human tumours m vivo Nevertheless, mvasion of 
normal nssues by mahgnant cells may be related to 
surface changes that make the mahgnant cells less 
adherent to themselves and other cells, and thus more 
mobile than normal cells Moreover, Coman’s work ^ 
suggests that the constituent cells of some tumours are 
less sticky for each other than the consotuent cells of 
normal organs If the observaoons of Abercrombie and 
Coman apply generally, then mvasion and metastasis 
can be regarded as defiaenaes m the adhesiveness of 
tumour cells Thus the problem is defined rather than 
explamed, smce pathetically httle is known about the 
biophysical bases of adhesion 

When the reasons for lack of adhesion are sought, 
three mam factors must be considered These are the 
tumour-ceU surface, the surface to which it sticks, and 
the imcroenvironment at the cell surface The study of 
each of these three factors is extremely difficult It is 
not agreed what constitutes the cell surface, smce 
extraneous matenals may or may not be regarded as an 
mtegral part of the cell On electronmicrographic 
evidence it seems likely that the plasma membranes of 
adherent cells are mvariably separated by about 200A, 
thus m a sense cells can be regarded as snckmg to inter¬ 
cellular or mtermembranous material Is this material 
the key to mvasion and metastasis ^ The microenviron¬ 
ment at cell surfaces is probably qmte different from 
the envelopmg nssue-flmds, owmg to physicochemical 
mfluences, and may vary at different parts of the cell 
surface owmg to microheterogeneiDes All or any one 
of these factors could brmg about changes m adhesive 
potennal 


As more knowledge is obtamed about factors affectmg 
cell surfaces and contact, it may conceivably become 
possible to influence these therapeutically In this event, 
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It might prove feasible to control mvasion and metastasis 
of mahgnant disease, leavmg the field open for safe 
surgical removal of primary growths 

Hospital Infection 

At the end of October Williams, Blowers, Garrod, 
and Shooter^ produced a book of great importance on 
hospital infection No better smgle source of information 
on this subject is to be found anywhere, and a corres- 
pondmg welcome is assured It is because of this, and 
because of the excellence and authonty of the work, that 
we look at its contents with speaal care Of the three 
challenges it offers, the first is the challenge of the know¬ 
ledge that our hospitals are domg harm to some of the 
sick withm their walls The second and third are put by 
the authors m their preface 

“ We anuapate cnnasm of the text on two grounds 
It may be said that too much space is devoted to staphylo¬ 
coccal infection, perhaps because the authors have them¬ 
selves made a speaal study of it Secondly, we may 
be accused of too agnostic an attitude because we have 
expressed firm conclusions only when the evidence seems 
fully to justify them ” 

To examme these challenges separately may be as good 
an approach as any to the task of describmg and com- 
mentmg on a book which deserves and requires to be 
read by dmiaans, matrons, nurses, admimstrators, 
laboratory workers, and general practlaoners 

First, the challenge of the subject itself Some 
deprecate reiteraoon of appeals® because, by a few simple 
and obviously necessary steps, they have reduced the m- 
fection-rate m clean surgical wounds to a very low level, 
and It IS encouragmg to know that this can be done 
Simply for a surgical chief to say to all the members of 
his umt that wound sepsis is a most important problem 
which he wishes to be fully and firankly assessed, dis¬ 
cussed, and unemoDonally dealt with will of itself often 
work a transformaDon If action mcludes the recordmg 
of all infections and (snll better) the ascertainment week 
by week of the mfecDon-rate and its discussion by the 
umt, there is sure to be great improvement But (leavmg 
aside occasional and probably mevitable episodes of 
epidemic spread) can surgicd umts reduce clmical 
infection to about 1-2% of clean surgical wounds, 
without distortmg surgical and nursmg practice m any 
way ? If they could, this would be a great advance on the 
present state of affairs whOn sepsis-rates of around 10% 
are not at all unusual Professor Williams and his 
colleagues estimate that, on the average, surgical wound 
sepsis keeps the paDent m hospital about a week longer 
than IS necessary, and they say that, if their conclusions 
are apphcable to the T/g milhon operauons performed m 
Bntam each year, the annual cost is that of 1 milhon 
extra paoent-days m hospital Smce this is the conclu¬ 
sion of an exceedmgly cautious and conservative approach 
to the figures and possibihties, it must make us all pro¬ 
foundly hope and pray that the infection risks inherent 
m all hospitals are bemg fully taken mto account m 

1 Hospital Infection Causes and Pre%ent:on B> R. E O XTiluams 

R Blowtrs L P Garrod, and Ra a Shooter. London LIo>d-Lxike 

(Medical Books) 1960 Pp 29S 35 j 
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planning new hospitals Some plans that have been 
produced for “ ranonahsmg ” the location of operating- 
theatres and reduang their size may well need re-exam- 
mation m the hght of what infection costs Moreover, 
the enthusiast who crams all possible beds into his wards 
should take note of the simple affirmation that “ the 
distance between bed centres should not be less than 
mnefeet”(p 191) Further thought, too, should be given 
to providmg isolation for general surgical and medical 
patients who need it—a subject admirably set forth and 
judicially analysed here This first challenge, therefore, 
IS to the whole profession It is in effect to each one of us 
to read the book and then consider his own role Few will 
fail to discover ways m which they avoidably increase 
infection nsks or neglect actions by which they could 
reduce dangers 

The second challenge concerns the space given to 
staphylococcal infection—three chapters being wholly 
devoted to staphylococci out of ten on the epidemiology 
of hospital infecnon But, as the authors say, staphylo¬ 
coccal infecuon is the one w’hich, in its many different 
forms, has caused most worry and perplexity m recent 
years, it is exceedingly common and someumes fatal, 
the mode of transmission is still obscure, and the pre¬ 
cautions which matter most in preventing it have yet to 
be certainly identified Whether the epidemiological 
picture will be fundamentally altered by the pemcil- 
hnase-resistant pemcilhn introduced since the book went 
to press we cannot yet be sure ® certainly the outlook 
for the mdividual infected patient is now much more 
favourable, but the general picture has not yet changed 
Moreover, die authors deal faithfully with infections due 
to gram-negative bacilli, diseases of the unnary and 
mtestinal tracts, tetanus, and gas-gangrene, and others 
of which some have doubdess been included mamly to 
keep the record straight They have first-rate chapters 
on admimstranve control of hospital infection and on 
operanng-theatre design and practice Altogether, 
therefore, we may well decline this second challenge, 
fully acquitting the authors of having given too much 
time and thought to staphylococci 

When, however, they wonder whether they will 
be accused of “ too agnostic an attitude ”, their challenge 
must be taken up They remark that in medicine it is 
casv to dogmatise and to dress up opimons in the guise of 
ascertamed facts, and they are right to deplore such 
habits But in some of their wnting dicy can be held to 
express opimons which call for critical comment For 
example, the use of water at 75°C or 100"'C is more than 
once defended agamst cntics who are supposed (one 
gathers) to advocate autoclaving because they fear that 
clostridial infection is often conveyed by boiled instru¬ 
ments, or ev cn bedpans But the case for the general use 
of the instrument autoclave or the ready stenhsed and 
assembled svnnge and needle docs not m fact rest on 
such fears The reason why boiling has been blamed is 
that It IS often abused * indeed in certam parts of their 
text the authors show themselves well aware of these 
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abuses When a stenle mstrument or syTingc is needed 
m a hurry—and that is not the excepnon—boiling is 
hable to be perfunctory, and what is found on cultunng 
a poorly boiled rubber catlieter is not merely sponng 
orgamsms but staphylococci and coliforms (Hollow 
tubes of all lands are more difficult to clean and to stcri- 
hse than most nurses and doctors seem to realise) The 
authors show in chapter xviir that they know how a 
hospital can benefit from central sterile supply and 
rchable autoclaving Why then do they go so far out of 
their way to make points about the efficacy' of adequate 
boihng which are well known to all but which still do not 
make the method advisable for hospital theatres and 
wards or inoculation clinics ? However valuable boiling 
may be to the bacteriologist in his own laboratory, 
especially where he is his ow’n techmcian, we cannot 
think It wise to appear to press for a method which, m 
the conditions actually prevailing in practice and in most 
hospitals, IS wide open to abuse Moreover, before the 
medical profession raises the bogy of costs of new pro¬ 
cedures, It ought to ascertain the true price of all the 
wasted time, labour, destroyed decorauons, and avoid¬ 
able cross-infection that may be attributed to some of the 
mock-sterilisaDon rituals now being used It should also 
discover whether an educated pubhc opimon is in faa 
unwilhng to pay the price for a real guarantee of stcnl- 
ity Enough evidence of failure to stenhse is quoted by 
Professor Williams and his colleagues to trouble most 
doctors’ consciences, and many of the residual problems 
of hospital infection may well be found to be psychologi¬ 
cal raffier than techmeal Surely we can agree on one 
simple rule articles accepted as sterile must carry a valid 
guarantee of havmg been through an effective process of 
stcnhsation 

Two other pomts for criticism—again probably the 
outcome of agnosDcism—need to be mentioned 

Firstly, on p 141 the spread of scrum hepatitis (other 
than by transfusion) is said to be completely preventable 
by the simple rule that no needle that penetrates the shn 
of one patient is used for a second without being sterilised 
This might fail to convey to some that any syringe 
attached to the needle will also have to be sterilised 

Secondly, on p 168 the question whether refngerated 
venulation is necessary for operaung-theatres in Britain is 
answered in the negauve because in London the daytime 
maximum temperature exceeds 77°r on an average on only 
twelve days of each year and in Glasgow on only three 
days Since the immediately preceding text correctly 
states that most British surgeons like an air temperature of 
65-70 "Fj and since opcrating-tlieatres must contain a 
great many irremovable heat sources such as the patient, 
members of the staff, and lights, this dismissal of a 
difficult problem may well be found inadequate if the 
object IS to provide tolerable condiuons throughout an 
operaung session lasting several hours 
The purpose of challenges is presumably to be accepted, 
but we take up this one only because we thml that the 
agnostiQsm of which the authors speak in their preface 
mav have created needless contradicuons m their essen¬ 
tial message, and that these contradicuons could confuse 
readers who earnestly wash to do what is needed to marc 
hospitals safer places 
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RETIREMENT OF SIR JOHN CHARLES 

From tTii^ -week we must cease to think of Sir John 
Charles as chief medical officer of the Mmistry of Health 

Son of a general practitioner m a mining town of 
Countj Durham, he was medical officer of health for 
Newcastle when m 1944 he was mvited to jom the 
Ministry as one of Sir Wilson Jameson’s deputies In 
Newcastle—^the aty of his qmetly bnihant university 
career—he had done much to raise standards of health, 
pamcularly m the slums, and with his &iend James 
Spence had set on foot the now famous studies of the 
health and nutntion of children At the Mini stry his 
high mteUigence and manifest smcenty agam won the 
esteem of his colleagues He showed himself a person of 
extraordinary patience, and to those tramed m other 
disaphnes he also convejed some thin g of the grandeur 
of medicme as a branch of learning—some thin g of its 
pamcular tradition of mtellectual mtegnty 

“ He will be remembered,” writes an assoaate, “ not only 
as a learned man, with a distmcnon of mmd which was a dehght 
to all who had to do with him , but as a very wise one Wisdom 
can be imparted m many ways John Charles was at his best 
m unhumed discussion from behmd his own desk with a 
perplexed colleague sunk m the depths of his official armchair 
The solutions he then put forward had the simphaty and 
inspired common sense which mark wisdom m action.” 

In the World Health Organisation he found other and 
different scope, and he was recendv president of the World 
Health Assembly Alike m mtemational and m nauonal 
work, m pubhc and m pnvate affairs, his capaaty for 
taking painSj and his constant wish to help, have been 
very valuable, and m earning respect he has gamed also 
affection With his special quahties still growmg, retire¬ 
ment from one kmd of service must mean only a change 
to another 


ON CLOSING A CRANIAL FISTULA 


The classical mdicanons for closure of a cramo- 
pharyngeal fistula by a fascial graft were persistent 
rhmorrhoea—an absolute mdication— 
fissured fincture crossmg the roof of a nasal smus, 
anosmia, and m e nin gitis foUowmg mjury With the 
advent of chemotherapy and antibiotics, menmgitis 
became mcreasmgly curable, and this comphcation 
became so hghtly regarded that some patients were 
allowed to suffer repeated attacks before surgical closure 
of the fistula was attempted ^ 

Of late years reports have appeared of recurrent attacks 
after mjury to the nasal smuses * * or the petrous bone • " 
and operations on the nose or ear, or owmg to congemtal 
Mlformanon In traumanc cases the mjury may have 
been sustamed a long time before ’ ®—as long as thirty 
yearn • ^while a history of rhmorrhoea and radiological 
evidence of fracture may be absent ” Both the delay 
m the onset of symptoms and the absence of rhmorrhoea 
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are due to occlusion of the fiacture hne by a cuff of 
memnges with or without bram tissue i' Such a situation 
IS dangerous in the event of upper-respiratory infecaon 
Congenital malformations which lead to menmgitis 
mclude nasal encephalocele, dermoid cyst or smus, 
epidermoids, and persistent foetal fistulte—^for example, 
through the petrosquamosal suture or foramen cscum 

Boe and Huseklepp i emphasise agam that menmgitis 
even long after a head mjury should arouse suspiaon of 
a fistula, and that recurrent attacks, m the absence of any 
other cause, warrant surgical exploration They dis- 
tmgmsh carefully between relapse and recurrence 
Surgical treatment is by cramotomy with appheadon 
of a fibrous sheet—usually autogenous fasaa lata— 
mtradurally over the breach m the dura and the bone 
This treatment should be advocated clearly and firmly 
despite their conviction of the need for surgical treatment, 
Boe and Huseklepp persuaded only 2 out of 5 panents 
with recurrent meningias to submit to operation In 
these 2, mjury to the roof of the nasal smuses was found, 
this had not made its presence known m any vvay other 
than through the multiple attacks of menmgits 

Of the surgical prmaples that have weathered the 
wmd of antibiotic change, one is that a persistent cerebro- 
spmal fistula should be closed 

HUMAN FLOTSAM 

The National Council of Soaal Service has pubhshed 
an mterestmg account^’ by Mr Merfyn Turner of a 
common lodgmg-house m London Most of the 300 men 
housed there were fairly long-stay residents three- 
quarters of them stay for more than six weeks and half 
for more than six months, though a good number were 
contmuously on the move About 60% were m regular work 
(a high propomon for such places) and perhaps 25% had 
recent expenence of pnson—^though the management liked 
to think the number much less Some 20 men were of 
severely subnormal mmd as a primary condition and about 
12 were mentally ill—often qmte grossly schizophremc, so 
It seemed Otherwise the commumty seemed to be made 
up of those shiftless, unrehable people often termed 
“ inadequate psychopaths ” with no stake m anythmg, no 
idennficatioiis, and no future, though a number of old-age 
pensioners were m shghtly different circumstances But 
lodging-houses tend to gather their own differmg clientele 

Staff of lodgmg-houses with a rehgious (like this one) or 
philanthropic background usuallv had a clearer idea what 
they were trymg to do, but the evangelistic rehabfiitanon 
ideals of the late 19th century could scarcely be achieved 
m this sordid environment The supermtendent and his 
4 or 5 semor staff seemed to be qmte able and concerned 
people, a group of lonely men muted m their lonehness, 
hvmg m very poor condmons on tmy salaries The 20 
porters-cum-cleaners were on a level with the lodgers 
Rehabihtauon, Mr Turner says, is a matter of relation¬ 
ships, and the superfiaahty of these, staff with lodger, 
was the most consistently disappomtmg feature of the life 
Reformative value seemed almost totally lackmg, and even 
rehgious conversion—m this settmg—^was highly suspect 
The pohey of ignormg a man’s past, while theologically 
sound perhaps, prevented the staff from commg to grips 
with the lodgers’ basic problems From lodgmg-house 
perspective, the National Assistance Board and chant- 
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able insututions seemed largely ineffective and their 
incentives (positive and negaave) quite inadequate to 
make much impression on this type of man A strong case 
could be made for firmer handling corpus is often much 
too habeas, though today’s prisons are not really the 
answer Looking to the future, Mr Turner has a few 
good (and, one fears, quite unattainable) ideas Among 
other things, he would cut down the size of the houses 
to about 60, split up the vast dormitories to small units, 
employ casework and group techniques, tram and 
upgrade the staff, and bring in women to help 
Forgoiten Mm gives the impression of a very valuable 
piece of research that has not quite come off What could 
have been, as Mr Turner intended, a vahd factual study, 
with appendices, index, and a survey of the hteraturc, has 
ended up a well-written journahstic fragment, decorated 
with a few case-histories and personal impressions But 
the posiuon of the researcher was evidently a difficult one, 
poised mid-way between staff and lodger, and it is easy to 
sec that suspicion and prejudice made fact-gathering very 
hard indeed The booklet is a work of social reform rather 
than of saence, and it deserves to stir the pubhc consaence 


METRONIDAZOLE IN THE TREATMENT OF 
TRICHOMONIASIS 


Metronidazole (‘Flagyl’, 8823 R P ) is a derivative of 
mtro-imidazolc—namely, I-p-hydroxyethyI-2-methyI-5- 
nitro-imidazole—which has been claimed to be an effec¬ 
tive oral remedy for human genual trichomoniasis Cosar 
and Julou * found that this drug was highly active against 
Trichomonas vagitiahs in vitro, and in vivo in the mouse 
There was little evidence of acute toxicity in mice, and no 
evidence of chronic toxicity when it was given by mouth 
to rats in amounts up to 50 mg per kg daily or to dogs in 
amounts up to 100 mg per kg daily for a month Success¬ 
ful climcal trials in men and women were reported by 
Durcl ct al ® ’ and by Sylvestre ct nl ‘ First reports from 
this country were presented to the Medical Society for the 
Study of Venereal Diseases last May' 

There is general agreement that in most cases of tri- 
chomonal vaginius this drug, given by mouth, causes 
disappearance of the organism from the sccrcuons within 
a few days and complete resoluuon of the vagimus within 
one or uvo weeks Tlus sausfaaory response occurred in 
88-96% of cases In some cases the condition recurred 
dunng subsequent observation, but Rodm et al,‘ who 
observed and tested 52 pauents for three months after 
treatment, claimed ultimate success in 83% Only 4 of 
their 82 cases failed to respond immediately, and in 2 of 
these tlicrc was evidence that the tablets were not taken 
regularly and that the treatment was not continued for 
the full period, m the other 2 cases scrum levels of the 
drug, esumated by the polarographic method, were 
considerably lower than in cases successfully treated 
Rodin ct al suggested that immediate failures of treat¬ 
ment might be related to low concentrauons of the drug 
m the scrum, owmg to failure to take the tablets, or to some 
dcfiacncj of absorption, or perhaps to abnormally rapid 
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excretion m the urine Of their 6 panents who later 
showed evidence of failure of treatment, m that the 
vagmids returned and the organism reappeared, 5 admit¬ 
ted unprotected coitus and therefore the possibility of 
reinfection 

Recurrence of vaginiDs after local remedies has been the 
rule rather than the cxcepuon, and has been attributed to 
rcinfccuon from the urinary tractor to rcmfccuon from 
the male partner Formerly T vaginalis was seldom found 
in the urogcmtal tracts of men, but m the past few years 
mvcsDgaDons based on careful search and good cultural 
tcchmqucs have indicated that infection of males is 
commoner than had been supposed Nevertheless the 
orgamsm may sdll be hard to find in the infected male, 
and invcsugations as to madcncc have yielded varied 
results Cattcrall and NicoI demonstrated T vagmahs 
in all the female partners of 56 men with tnchomonal 
urethritis, but Watt and jenmson ” found the orgamsm 
in the husbands of only 18 out of 30 women ivith tricho- 
monal vagimus Treatment applied only to the female 
pauents, even though successful, is likely to be followed by 
the appearance of relapse which is really rcinfccuon The 
results of treatment with metronidazole of men suffering 
from the disease have been reported in rclauvcly few 
cases but seem remarkably good There were no failures 
in 13 cases treated by Durcl ct alin 15 treated by 
Sylvestre ct alin 20 treated by Rodin ct nl ,* and in 11 
treated by Nicol ct al 

The dose of metronidazole commonly used is 200 mg 
by mouth three times daily for seven days, although 
Nicol et nl,” in a preliminary report, described good 
results after only five days’ treatment No serious toxic 
effects have yet been described Rodin ct nl ,* who obscrv cd 
their pauents closely, noted mild gastrointestinal disturb¬ 
ances in 10 out of 82 women under treatment Individual 
pauents complained of dry mouth, of furred tongue, and 
of bad taste in the mouth 1 pauent had an irntaung 
scarlotmiform rash on the arms on the day that treatment 
ended, and this spread to the chest and back Of their 20 
male pauents, 1 complained of headache and depression 
but continued to take the tablets In none of their cases 
was It necessary to disconunuc treatment Serial esuma- 
tions of the total and diffcrcnual whitc-blood-ccll counts 
were done in 41 cases, mainly during the first two weeks of 
treatment In 3 cases the total polymorph-count fell below 
1500 per c mm, which is usually accepted as the lower 
limit of normal, but in all 3 cases the levels had nsen to well 
above the lower hmit of normal at the next count There 
were no assoaated symptoms The drug appears to have 
had no ill effects on pregnant women *' • '* 

The use of metronidazole m the treatment of tricho¬ 
moniasis IS still in the experimental stage, and it would be 
unwise to draw final conclusions There seems good 
evidence, however, that the drug is cffccuvc in the treat¬ 
ment of males and females, and up to the present toxic 
effects have been slight There appears to be no indication 
for local treatment in the great majority of cases There is 
ovcrwhclnung evidence that the disease is transmissible 
between the sexes, and it is essential that sexual panners 
should be examined and carcfull> tested for the presence 
of tnchomonal and other infccuons Diagnosis maf 
present difficulucs in the male, and, when a strong 
presumpuon of a shared mfecuon exists but the orpnism 
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cannot be traced in the male partner, there may be a case 
for treatmg him nevertheless 

Metromdazole promises to be a major advance m the 
treatment of a common and distressmg condition which 
has hitherto resisted control We hope that it wiU not be 
used mdiscnmmately and without proper miestigation 
Tnchomomasis is often assoaated with other gemtal 
infecnons, espeaally gonorrhoea and non-gonococcal 
urethntis and cerviatis Assoaated conditions should be 
sought and treated and tests of cure apphed, and sexual 
parmers should be mvesngated and, if necessarj, treated 


OXYGEN FOR CONVULSIONS 


Outside hospital most convulsions take place m arcum- 
stances where there are no means of tenmnatmg the 
seizure, and treatment is usually limited to prei entmg the 
patient mjurmg himself In the hospital ward, convulsions 
are often arrested by admmistration of potent depressant 
drugs It IS, however, m the operatmg-theatre that anu- 
convulsant therapy is most promptly apphed Most 
antestheusts have seen either the so-called “ late ether 
convulsions ” or else convulsions as a toxic manifestation 
of local ansEstheuc drugs Termmation of the convulsion 
by means of a small mtravenous dose of a barbiturate 
has been an accepted form of treatment smce 1936,^ and 
thiopentone is nowadays the drug most often used for this 
purpose It IS at hand m the operatmg-theatre and can 
therefore be admmistered wi thin a few seconds of the 
start of the seizure, which is usually arrested withm httle 
more time than the arm-to-bram arculaoon-time Not 
uncommonly this treatment is followed by a period of 
apncea requirmg artifiaal ventilaaon 
Moore and Bndenbaugh ® have reported 93 mstances'of 
convulsions m a senes of 36,113 admimstrations of local 
and regional ansesthesia They regard the convulsion as 
mdicatmg a toxic reaction, the most important aspect of 
which IS the subsequent depression of respiration and 
circulation, and this depression wiU be enh anced by 
admimstranon of barbiturates They recommend, there¬ 
fore, that durmg a convulsion attention should be con¬ 
centrated on the mamtenance of oxygenation so that the 
subsequent stage of depression may be reached without 
hypoxia of the vital centres and without the added 
depressant effect of other drugs 
Attractive as may be the avoidance of drug therapy 
durmg the dome stage, adequate oxygenation may become 
impossible despite admmistration of 100% oxygen by 
mask. Oxygen balance is doubly disturbed, with mcreased 
consumption due to muscular activity and uptake 
hampered by rigidity Furthermore, previous under- 
vennlauon may have already reduced the oxygen tension 
of the arterial blood to the pomt at which desaturation 
IS evident Under these circumstances ventilation is im¬ 
perative, and Moore and Bndenbaugh recommend myo¬ 
neural blockade with suxamethomum The effects of this 
depolansmg relaxant will normally pass off within a few 
mmutes, leavmg no residual impairment of respiratory 
or circulatory function Curare was used m a similar 
manner as long ago as 1946 by Greenfield ® 

It would probably be impossible to carry out m man a 
tnal which would yield satisfactory evidence that one of 
these two forms of treatment is significantly better than 
the other It is therefore largely a matter of personal 
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preference whether to follow the estabhshed practice 
of arrestmg convulsions with a barbiturate, or to 
reftam from addmg further chermcals to the blood¬ 
stream and to concentrate on mamtainmg oxygenation 
Moore and Bndenbaugh datm that m their senes of 93 
convulsions there was no death which could be attnbuted 
to the toxic reaction to the local anEesthetic It would be 
mterestmg to know whether their method of treatment is 
equally effective m the much more dangerous convulsions 
under general ansesthesia 


SETTING A WHALE TO CATCH A SPRAT 

The nsk of mahgnant changes superverung m certam 
proliferative epithehal lesions is dearly estabhshed This 
nsk can be averted by exasmg the w'hole of the prolifera¬ 
tive area, and the problem for the pathologist who sees 
the precancerous changes m biopsy material (which usually 
represents only a part of the whole lesion) is to deade on 
the magmtude of the hazard 

Boddmgton et al have correlated and compared the 
climcal findmgs m 8522 gynaecological cases tvith the 
rmcroscopical exaimnation of 10,000 cervical smears and 
a lesser number of cervical biopsies (nng, mulople, or 
cone) or of the amputated cervix A cytological classifica¬ 
tion for the smears had first to be devised Seven grades 
were made m the first, any suspiaon of rqahgnancy was 
ruled out, the next three covered the changes of early 
mahgnancy, and the last three those of advanced mahg- 
nancy Similarly eleven grades were devised for the 
histological exammaaon of the biopsy speamens, the first 
seven mdicatmg mcreasmg grades of nomnvasive 
“ epithehal mstabihty ” and the last four grades of mvasive 
caremoma 

In the 129 cases where the cytological appearances of 
smears and the histological findmgs from biopsies could 
be compared, it was found that most histological grades 
had a correspondmg cytological grade but that there was 
so much vanation that the histological grade could not be 
rehablv deduced from smears Boddmgton et al suggest 
that cytological changes m the smears reflect biologically 
important cellular changes, but that smears give no clue 
to the mvasive properties of the deeper parts of the epi- 
thehum smce they can represent only the superfiaal 
layer 

In the seven-year period of the mvestigauon, 11 cases of 
clmically unsuspected mvasive caremoma were detected 
In the same penod 9 adequate smears were “ false 
negative ” for cervical caremoma, and 14 were “ false 
positive ”—^1 e, histological study revealed no cause for 
the abnormal cells In addition, 67 cases of possible 
precancerous cervical abnormahoes (grades 1-7) were 
detected, most had been clmically unsuspected Invasive 
caremoma wras found m 3 of these cases at an mterval of 
at least a year after the first smear, and m none did 
recurrence or death follow treatment In 15 cases the 
abnormal cells disappeared and remamed absent after 
biopsy, mdicatmg either spontaneous regression or 
complete removal of the lesion, and m 3 others more 
than one biopsy was needed to ehrmnate the abnormal 
cells In manj more cases the course of the disease was 
mterrupted by surgical treatment, and nothing more could 
be learnt from them There remamed, however, a group 
of 10 cases m whom, for various reasons, a persistmg lesion 
was followed for periods of from two to fi\e >ears In 8 

1 Boddmgton M M,Co»deU,R.H Spnggt A I Bnt J Canerr, 1960, 



1240 


DECEMBER 3, 1960 


ANNOTATIONS 


the lancet 


of these, abnormal cells were constantly present, but their 
character did not change, except in 1 case where there was 
a sudden change to a more anaplasuc-looking type of cell, 
biopsy or hysterectomy revealed early carcinomas m 3 
In I patient the cell type progressed from a lower to a 
higher grade, and on cervical amputation a lesion of 
advanced premvasivc histological grade was found In the 
remaimng case the abnormal cells persisted for a year and 
then disappeared 

Petersen “ recognised lesions which carried a 30-40% 
risk of sooner or later becoming malignant, but Bodding- 
ton ct al do not believe that it is possible to predict the 
course in any particular case They insist that m all cases 
of cervical epithehal instabihty, however this is revealed. 
It IS of the utmost importance to discover whctlier an 
early invasive carcinoma has been missed They arc 
convinced that cervical smears will not reveal such a 
condition, and recommend full histological study in every 
case They regard it as unjustifiable to expect any 
cytological warning before invasion begins They 
conclude that epithelial instability usually disappears 
without any treatment more extensive than biopsy, but 
that It sometimes becomes irreversible, and in this event 
invasive carcinoma sooner or later develops, without any 
cytologies! warning 

Thus about a third of lesions classed by biopsy as 
prccancerous can be expected to become malignant 
within a year or two Cervical smears may indicate that 
the lesion is persisting, but will not tell us when to wait or 
when to amputate the cervix uteri Cervical smears may 
reveal a few cases of cervical carcinoma but will miss an 
equal number or suggest the presence of carcinoma when 
It IS not there As a research project the 10,000 smears 
have served tlicir purpose As a routine procedure, 
examinauon of cervical smears, perhaps undertaken with 
less care and skill than in this invesugation, has yet to 
win an established place 

SMOKING AND RESPIRATORY DISEASE 

Tire extensive work carried out in tire past decade on 
tlie association between smoking and respiratory disease 
has been reviewed by the Joint Tuberculosis Counal of 
Great Britain ^ As long ago as 1955, the majority of doc¬ 
tors had concluded that cigarcttc-smoking was respon¬ 
sible for a high proportion of lung-cancer dcatlis *, and 
the Council considers that the evidence is now conclusive 
Cigarcttc-smoking has also been proved greatly to aggra¬ 
vate chronic bronchitis, and to impair respiratory effi¬ 
ciency' in the healthy Yet, even though for some years 
few intelligent laymen can have been ignorant of the 
sinister role of agarcttc-smokmg, the number of cigar¬ 
ettes sold conunues to increase Cartwright ct al found m 
an inquiry in Edinburgh that a large majority of both 
smokers and non-smol ers expressed the view that smoking 
might affect the health of others, but only a minority of 
smokers considered that the habit had harmed them 
personally ‘ The Council believes that doctors have a 
moral obligation to put the facts before the public, and 
most doctors do seem fully consaous of this responsibility 
Data from 85 chest hospitals and clinics indicate that in 
60 of them physicians still addicted to tobacco now refrain 
from smoking in front of patients, and it is lilcly that other 
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sections of the profession also appreciate the value of 
example 

But, while the profession should take every opportunity 
of declaring that smoking menaces health, only cffccmc 
Government action can decisively influence the general 
pubhe’s attitude In the light of present knowledge, ns 
Fisher' has emphasised, it would be hard to justify the 
Government’s conunuing laisser-faire policy towards the 
skilful and sustained propaganda campaign for smoking 
conducted by the tobacco industry Sometliing must be 
very wrong when, against tlic background of a rising 
death-rate from smoker’s cancer, a company can proudly 
proclaim on television spectacular increases in its cigarette 
sales 

Clearly, anti-smoking campaigns ’ will not induce 
established smokers to give up the habit, and that is why 
It is so important to prevent young people from develop¬ 
ing this habit The health education officer of Middlesex, 
Mr W G Penn, recently interviewed 2500 schoolchildren 
m the county to find out their attitude to smoking" 

Boys who smoked started on average at the age of 9 years 
and girls at 13 Most of tlic heavy smokers were pupils of 
lesser ability in secondary modern scliools They had no diffi¬ 
culty in obtaimng cigarettes, some retailers stock packets of 
4 for 6rf, and others sell single cigarettes or even hah cs They 
began to smoke usually with others in their home district, 
rather than with their school companions 

In prevention, example was rated highly by the cluldren 
But three-quarters of them stated that they would accept 
faaual information combined with intelligent persuasion from 
those tlicy trusted, even if these adults were smokers them 
selves, provided the adults made u clear that data on the dis¬ 
advantages were not available when they themselves started 
smoking Talks on the subject at school were not popular, 
but science periods, possibly with praaical work, or discus¬ 
sion groups, would be acceptable Leaflets were ineffective 
cluldren did not read them Posters, witli one exception- 
showing a single cigarette with " cancer " spelt out by its 
smoke—made little appeal 

On the negative side, cigarette advertisements on television 
exerted an influence, but this could be readily dispelled by 
ironic ridicule 

Cluldren appreciate die approach designed to shock them 
into taking notice—“ I don’t care if you smoke yourself to 
death, but if you do smoke you should know the facts ” They 
declared they would gladly watch a film, and, when asked to 
select n possible plot, chose the one wida this approach 

Mr Penn recommends that the law prohibiting undcr- 
16s from buying cigarettes should be more widely 
publicised and enforced, and he points to a loophole in 
icgislauon this age-group is not prohibited from smoking, 
but only from obtaining, cigarettes Mathematics teachers, 
says Mr Penn, should be encouraged to use the figures on 
smoking and lung cancer when setting problems Posters 
prepared by the children themselves m art classes could 
be used for a permanent but changing display Schools 
broadcasting and television, he concludes, should at 
least once a year include programmes on smolung 
We agree with the Joint Tuberculosis Counal that 
a pohey designed both to reduce agarcttc-smol mg and, 
above all, to discourage young people from starting to 
smoke should be agreed and implemented without delay 


Viscount Amopv , formerly Chancellor of the Exchequer, lu’ 
been appointed a mcnaber of the Medical Research Counci, 
and V ill succeed the Lari of Limcncl a chairman 
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TREATMENT OF RESPIRATORY PARALYSIS 
IN SMALL CHILDREN 

B W Powell 
M B Cantab , M R C J*, D C H 

COI»Sni.TAltT PSDIATKICIAN, PETERBOROUGH AREA 

Mary N Smith 

MB LondjDCH 

AtEDICAL REGISTRAR, BEDFORD GENERAL HOSPITAI., 

LATELY PSDIATRIC REGISTRAR, PETERBOROUGH AREA 

During the summers of 1957 and 1958, 11 children, 
aged from six months to four years, with respiratory 
paraljsis caused by acute pohomyehtis were admitted to 
the Peterborough Isolation Hospital This is an uncom¬ 
mon condition m the very young, and it is hoped that an 
account of our experience may help others faced with the 
same problems 

In 1957, 32 patients with pohomyehtis were adnutted to 
the hospi^ 16 of them were children under fourteen 
4 children, all imder four, had respiratory paralysis 

In 1958, 10 patients with pohomyehtis were admitted 
There were 2 adults and 8 children 7 of the children, all 
under three, had respiratory paralysis 

Thus, out of a total of 42 pauents, 11 (26%) were 
children with respiratory paralysis There were also 
2 adults with respiratory paralysis, makmg a total of 
13 (31%) respiratory cases Of aU these, m both years, 
only 1 child had been immumsed agamst pohomyehtis, 
havmg received his second mjecuon three weeks before 
the onset of the illness 

As all cases of pohomyehas m the area are admitted 
to this hospital it can be seen that, espeaally m 1958, there 
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was a high madence of respiratory paralysis among the 
younger children This contrasts with the findmg of 
Kelleher et al (1956) who, m a senes of 70 cases of acute 
respiratory pohomyehus, had no case under one year, 1 
under two years, and 7 under five years Neonatal cases 
have rarely been reported, but McMath (1959) describes 
a successfuUj treated case and reviews the hterature 
The accompanymg table summanses our cases 
There were also 2 cases of “ bulbar ” pohomi ehus, but 
these are not mcluded among the respiratory cases, and 
none of our respiratorj cases had bulbar mvoh ement. 

Diagnosis 

Respiratory weakness may come on slowly or quickly 
snd at a vanable time m the course of the illn ess The 
signs, symptoms, and diagnostic tests have been well 
described bj others (Trueta et al 1956, Kelleher et al 


1956), but with small children the cooperation of the 
patient cannot be rehed upon, and speaal tests sucdi as 
countmg and spirometry c ann ot be used It may, there¬ 
fore, be difficult m the early stages to decide whether a 
child is developmg respiratory weakness These pomts 
have seemed to us the most helpful 

(1) The appearance and behavtour of the chtld —^At first the 
child IS resdess and fretful As the condition progresses, he 
becomes qmeter and weaker but remams wakeful and worried— 
the “ unsleepmg apprehension ” which Trueta describes The 
skm may be c lamm y and pale, and shght crvanosis, difficult to 
detect by amfiaal light, sometimes occurs Marked cyanosis is 
a late sign vv hich occurs only when anoxia is severe The pupils 
may be dilated, and the pulse-rate and respiranon-rate 
raised 

(2) Respiratory movements —^The respirations become rapid 
and shallow and, unless the diaphragm is weak as well, there is 
more abdominal than thoraac movement The upper end of 
the sternum is drawn mwards with each inspiration, causmg a 
sort of seesaw movement of the sternum In more severe 
paraljsis the accessory muscles of respiration come mto use 
When mtercostal paralysis is unilateral or as 3 Tnmetncal, the 
difference m movement between the two sides can often be 
seen Sometimes it is best appreaated by placmg both hands 
round the chest and by feehng the difference rather than by 
seemg it 

(3) Pulse- and resptratxon-rates —Hourly charts, which were 
of great value, were kept for the first few days m all suspected 
and established cases of pohomyehus A nsmg pulse- or 
respirauon-rate was often an early sign and, m a few cases, it 
gave us the first mdicauon of respiratory weakness An 
mcreasmg respiratorv-rate is more significant than a nsmg 
pulse-rate. 

(4) Biochemical investigations —Capillary blood-pH deter- 
minanons and oxymetry were both used, but were not much 
help m diagnosis They were more useful m the assessment of 
proper ventilanon while m the respirator, and will be discussed 
later In those cases m which the blood-pH was estimated 
before putung the child m a respirator, it was never more than 
7 2 and it always rose quickly once respirauon was assisted 
Thus It gave some confirmauon of the need for gomg mto a 
respirator 

Treatment 

Going into a Respirator 

One may feel reluctant to put a child in a respirator 
when the signs are shght and the diagnosis uncertam The 
followmg considerations may help 
(o) Every case of ours developmg respiratory weakness 
eventually needed treatment m a respirator 

(6) Of the signs and symptoms already discussed, changes m 
the chest movements are probably the most important, and 
careful and repeated observauon is needed to detect them 
(c) The respirator may act as a splmt for the respiratory 
muscles Acnv e use of any muscles durmg the early stages of 
the disease mcreases the risk of paralysis m those muscles, and 
It seems likely that when there is even shght weakness m some 
of the respiratory muscles the extra stram on those snll workmg 
normally may dispose to a more severe paralvsis 

We have concluded, therefore, that once respiratory 
weakness has been diagnosed, the child should be put mto 
a respirator without delay If there is any doubt, the child 
should be kept under constant observ anon by' a nurse and 
frequently exammed by a doaor with experience of poho- 
myehns cases It is better to err on the side of safety by 
puttmg the panent m early than to risk leavmg it too late 
Unpredicted rapid detenoranon and collapse can occur, 
and w e had an alarmmg mstance of this Often aU doubt 
was dispelled by seemg the obvious improvement m the 
child, who after a brief penod of anxiety and resistance, 
settled down gratefully and peacefully to sleep 
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Management m the Respirator 

All our children could be taken out for short periods 
This simplified nursing problems considerably A watch 
was kept for retenuon of urine in the early stages but none 
of our pauents was troubled by tlus Constipauon was 
often a minor problem, particularly early m the illness 
when we were trying to get fxcal samples for virus 
investigation The condmon sv as best treated with glycerin 
suppositories 

A good friction-frec seal at the neck is important and the 
most cflcctive was a dry pad tied round the neck before 
applying the standard overlapping sponge-rubber collar 
An ordinary sanitary pad, with, if necessary, a little of the 
wool-filhng removed, was found satisfactory In the 
earlier eases, ‘ Vaseline' gauze was tried but the children’s 
necks became sore Necks were never sore when dry pads 
were used At first, we found that there were no rubber 
collars available small enough for a baby’s neck, but, once 
tlie need was known, these were readily obtained 

Apart from coping with the physical problems of nursing 
a small child in a respirator, tliere are more subtle but 
equally important aspects of nursing which cannot be 
Ignored Overcoming the imtial fears of children and 
parents, keeping up morale, and maintaining the happiness 
of the patients during an illness of this sort is ho easy task 
We had a few psychological problems but none was 
serious For this relauve freedom from trouble, we arc 
much indebted to the nursing staff, none of whom had 
special cvpcriencc of this type of nursmg, and few of 
whom were “ children-tramed ” 

Records 

Detailed record-keeping by tlic nurses was found to be 
of the greatest help Each pauent had a book of his own m 
which hourly records of the pulse and respiration were 
kept, the pressure changes in the respirator were noted 
and a detailed report made This was not only of value in 
assessing progress but ensured constant and detailed 
observation of the child It was also one wa> of helping to 
tram a team of nurses in the management of respiratory 
paralysis 

Types of Respirator 

All the children have been nursed in the standard, 
modified Both respirator, and this has proved sausfactory 
on the whole 

The youngest child was transferred after a few weeks to 
a Smith-Clark junior respirator, as he seemed unable to 
breathe well in time with the bigger one The junior 
respirator, with its higher rate, may be the apparatus of 
choice in children under three 

One alteration suggested is that the front wall of both 
tjpes of respirator, tlirough which the neck passes, should 
be made of transparent material It must be frustrating 
for a child to handle his to>s without seeing them, or to 
sec them without being able to handle them—perhaps for 
montlis on end 
Respirator Rates 

It IS best with small children to start with the quickest 
rate attainable and to slow down if neccssarj This was 
28 per minute on the Both respirator and 32 on the Smith- 
Clark In fact, our patients all settled happilj at these 
maximum rates 
Respirator Pressures 

On first going in, rclatnclj high pressures were needed, 
cspcaallj when the cluld was awake Occasionally, it was 


impossible to get a crying child to breathe with the maclune 
at all, wlulc he was crying the accessory muscles were 
being used and breathmg was quite independent of the 
respirator and in opposition to it Soon he would become 
exhausted and would need, and respond to, help from 
the respirator A sedative, such ns chloral, was often 
helpful 

Typical pressures used were -15 0 mm Hg while awake 
and—10 0 mm Hg during sleep Positive pressures were not 
used, although die gauge on die apparatus usually swaing 
over to -f 2 mm Hg 

Coming out of the Respirator 

All die children we have treated have been able to 
tolerate short periods out of the respirator, but it was not 
easy to decide when the length of time out could be 
increased We diought it unwise to try any increase 
during the first three weeks After this, the time out was 
gradually increased, the child himself being the best guide 
to progress In some children it was immediately obvious 
if they were out for too long they quickly became pale 
and tired, and, as soon as they were put back again, lapsed 
into sleep Others were less easy to assess and we soon 
learnt to rely largely on the opinion of the sistcr-m-chargc 
as to whether they had been out too long Looking tired 
vvas the commonest sign, and we tried to adjust the time 
out so that the cluld was put back before any signs of strain 
occurred 

Later, when we had a better idea of an individual child’s 
behaviour, he vvas deliberately left out for as long as it vvas 
judged that he could tolerate This test period vvas tried 
about once a week and, if used with care, vvas a useful 
guide to how quickly vve could increase the time out, the 
object being to find the maximum period, short of 
intolerance Once a child had been out for several 
hours at a time, he could soon be left out for the 
whole day 

The increase in time vvas, therefore, done cauuously and 
slowly at first and more quickly later One particular child 
showed delayed c/Tccts of being out of the respirator for 
too long He seemed well immediately after a test period 
of several hours, but looked tired, pale, and unwell for the 
next two days In this case, oxymetry showed clearly that 
he had been undcrbrcathing, although there were no 
immediate clinical signs This delayed rcaaion vvas 
exceptional and on the whole there vvas a good correlation 
between clinical findings and oxymetry results 

Diochamcal Control 

In adults the estimation of vital capacity by spiromeuy 
may be used for initial diagnosis or for assessment of 
ventilauon while in a respirator This was considered 
impracticable with very young children and wt did not tr> 

It, although Walley (1959) described it as a helpful pro¬ 
cedure in an cightcen-month-old child The rcbrcathing 
method of estimating alveolar pCO, (Campbell 1960) ma> 
prove to be valuable 

After consideration of the invesugations available to 
us at the time, vve decided that oxygen saturation ana 
blood-pH were the most useful and caused least distress 
to the child, these were carried out on all our patients 

Oxygen Saturation 

Oxygen saturation vvas estimated by means of a 
‘Stanco’ oxymeter mark 2, using the lobe of the car 
treated with a rubifacient The results obtained t“‘‘ 
way were not neces-^arily accurate, but any change ww 
occurred before and after a cluld vvas placed in, or talc 
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out of, a respirator gave a good indicanon of whether 
ventilatioii was adequate 

The oxygen saturation of the blood does not fall much 
until a considerable degree of respiratory failure has 
occurred and its greatest use was m assessmg how 
much time could be allowed out during the “ weanmg ” 
penod 

A fallin g oxygen-saturation dunng a given period 
indicated that the child had been out of the respirator long 
enough, the fall occurring before the chmc^ signs of 
fatigue set m It was also used as a check on under- 
ventdation while in a respirator 

Blood-pH 

This was measured on a hepannised capUIary sample taken 
under parafBn 0 5 ml or more was taken from an ear lobe and 
made up to 5 ml with distilled water The estimation was made 
on a Pye pH-meter The sample was particularly easy to 
obtam if It was taken soon after the rubefaaent menuoned 
above had been apphed 

The results obtamed confirmed the diagnosis and helped 
us m the early stages of treatment to find the op timum 
respurator-pressure and to avoid hyperventilation Later 
frequent estimations were urmecessary 

Physiotherapy 

Physiotherapy was started for the affected muscles, 
other than respiratory, as soon as the acute phase of the 
illness was over The age of our patients made active 
physiotherapy for their chests difficult, and one of our 
greatest assets was a skilled psediatnc chest physiotherapist 
Very young children soon acquired a habit of abdominal 
breathmg which persisted after recovery of the chest 
muscles, and recovery of chest movements was delayed 
long after it seemed that there was a reasonable return of 
power to the mtercostals Once the child could be re¬ 
educated m correct brea thing there was often a rapid 
improvement 

We have had much discussion with our colleagues about 
the use of abdominal bmders We think now that one 
fiincuon of the respirator is to protect the mtercostal 
muscles from movement by acting as a sphnt We have 
been content to allow free abdommal movement and have 
observed that m a respirator the movement is almost 
entirely abdommal Later, when we have wished to en¬ 
courage acuve chest movements, a bmder was apphed m 
some cases but it is doubtful if this ran be made to reduce 
the diaphragmatic excursion without also restnctmg 
mo\ ement of the lower nbs Some sort of corset is needed 
which will fit over the anterior abdommal wall and up mto 
the epigastnum without constnctmg the lower part of the 
chest An attempt was made to construct a smtable corset 
but It seemed of httle use 

The opposmg view is that thoraac movement should be 
encouraged, and abdommal distension avoided, by early 
apphcauon of a bmder Abdommal distension does occur, 
but m our children it w as not troublesome and follow-up 
has shown that it never persisted 

Follow-up 

All the children have been followed up and are domg 
well They are all out of respirators and hvmg a normal 
life at home, apart from the unfortunate few with other 
paralvses Prophjlacuc pemollm or sulphonamides have 
been giv en to protect agamst respiratory infections It is 
difficult to saj how much good this has done, but none of 
them has had a sev ere mfecuon smce retummg home, and 


more than one parent has remarked on the relative 
freedom from colds 

Teamwork 

Finally, we would like to stress the importance of a 
combmed team m carmg for these difficult cases Anes¬ 
thetists, orthopedic surgeons, pathologists, physio¬ 
therapists, nursmg staff, engmeers, and electnaans all 
have much to contribute, and we have been especially 
fortunate m bemg able to call freely on our colleagues for 
help and advice Much of what we have learnt, and 
reported here, is the result of our combmed expenence, 
and of discussion with others of mdividual problems as 
they arose 

Summary 

The diagnosis of respiratory paralysis m young chil¬ 
dren and Its treatment are discussed The mam pomts 
which arise out of our expenence with these children 
are 

(1) The importance of early diagnosis of respiratory paralysis 
and the early use of a respirator 

(2) The value of clinical observation and the limited use of 
biochermcal mvesQganons m diagnosis 

(3) The funcnon of the respirator as a sphnt as well as an aid 
to respirauon 

(4) The importance of teamwork, and of skilled nursmg and 
physiotherapy 

We have had help from many quarters, but we are especially grate¬ 
ful to Dr R E Loder, consultant antesthenst, Mr Noel Smith, 
consultant orthopedic surgeon. Sister Course and the many nurses 
who have worked under her, and Miss Hardv and her fellow 
physiotherapists 
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STERILISATION BY STEAM UNDER 
INCREASED PRESSURE 

A SECOND COVLMUNICATION TO THE MEDICAL RESEARCH COUNCIL BV THE 
WORKING PARTY ON PRESSURE-STEAM STERILISERS • 

The workmg party began its mvesugauons m 1957 
and early last year pubhshed a report ^ which re-exammed 
the requirements for effiaent stenhsanon by steam under 
pressure, described the prmaples and techmcal pro¬ 
cedures of stenhsanon by this method, and discussed 
their pracucal apphcanoru Smce that time more mforma- 
non, some of it yet to be pubhshed, has become available, 
and further comment on four matters of immediate 
importance may be helpful 

(1) High-vacuitm Dressing Stenitsers 

The need for an imnal vacuum down to an absolute pressure 
of 20 mm Hg or less has been confirmed by several workers 
and this recommendation is now mcorporated m two recent 
speoficanons by the Bnnsh Standards InsnnmorL* Well over 
100 such sterilisers have been installed m the Umted Kmgdom 

•Themembersoftheworkmgpartyarc Prof J W Howie,aijj ,chair¬ 
man, Dr V D Allison, Dr J H Bowie, Mr E A Bruges, 
PH D, Dr E M Darmady, Dr R J Fallon, Prof Robert 
Knox, mj5 , Dr J A V Shone, Mr G Sykes, m sc, Prof 
C A Wells, f r-cls , Mr GAP Wyllie, ph d , Dr 
J C Kelsey, secretary Address Disinfection Reference I-ab- 
oratory. Central Pubhc Health Laboratory, CoUndale Avenue, 
London, N W 9 
1 Ler^ , 1959 l 423 

2. Bs 3219 I960 Hotiromal C>bndncal Hospital Sterilisers B s 3220 1960 
Ho-ixontal Rccransular Hospital StenliSOT 
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and expcnence indicates that, in general, the> arc proting 
bactenologicall> efficient md mechanically reliable, though 
with increasing experience minor modifications in construc¬ 
tional detail arc being made The working party wishes to 
emphasise the potenually greater output, of a high-vacuum 
steriliser, as compared with other apparatus of the same cubic 
capacity Accordmgly, when planmng for new equipment, the 
new machme may be of much smaller cubic capacity than tlic 
old ’ Planners should take into account the present trend 
towards the centrahsanon of stcrihsing capacity withm a 
central sterile supply service In this way space can be sated 
and expensit e equipment uuhsed fully * 

(2) High-speed Instrument Stenhsers 

Several of these sterilisers have been installed and we 
understand they arc proving sausfactory in pracuce A 
Bntish Standard ^ has now been published concermng this 
equipment 

(3) ^ir Filters 

In the carher report attention was drawn to the need to 
filter the air used to break the vacuum at the end of the sterilis¬ 
ing cycle After exmumng as yet unpublished work, the 
workmg party offer the following suggestions 

(i) Filter material —Filters made of spun glass withstand the 
wear and tear involied and, if the right grade is chosen, arc very 
efficient At present glass fibre felted into sheet form of paper 
thickness offers the best prospects 

(ii) Penetration —^The mcthylenc-bluc penetration should be not 
more than 0 003% and could easily be as low as 0 001% without 
undue increase in resistance 

(ill) Support —The filter material must be held firmly between 
metal grills for support, to prevent distortion, and to ensure uni¬ 
formity of efficiency at all air flows The space requirement for a 
filter built on these lines is negligible 

(i\) Filter eamster —This must be of stout construction in a metal 
which docs not readily corrode {c g , stainless steel or tin-plated 
brass) 

(v) Floti control —^The incorporation of a critical orifice to ensure 
uniformity of flow and prevent excessive strain on the filter would be 
advantageous and very easily applied 

A filter built on these Imcs might be expeaed to have a 
workmg life of at least 12 months before rcquirmg to be 
re-packed and need cost little, if anything, more than many 
filters now in use which are of much lower efficiency At least 
two filters which approximate to this specification are already 
available convmcraally ‘ 

The use of cotton-wool in cups or tubes cannot now be 
considered as more than an interim measure The w ool, which 
must be sterile and dry, needs to be changed frequently md 
unless It IS firmly compressed channels form in it witli loss 
of filtration cffiaency 

(4) Stenhsatwn of Rubber Gloves 

Work on this subject is in progress m several centres The 
information available to the working party to date indicates 
that gloves may be stcnlised in a high-vacuum sienbscr at 
ISO-lSd^C along with dressmgs, without suffering undue 
damage 

Great interest in hospital sterilising arrangements has 
been stimulated by recent pubheanons, including the 
first report of the working party It is now clear that the 
techmeal requirements for safe and effiaent sienhsauon 
bv steam under pressure have been well defined, and the 
four matters of current interest discussed above confirm 
the views previously expressed bv the working party, in 
pirticular the requirement for a high pre-v acuum for the 
sterilisation of dressmgs 

3 Z—r 17> i960 p 643 

4 I'^ii P 3S3 

5ns 3Z33 1060 TrrJsurc Steam Stenlise^ of Snail Size C^Tth Independent 
Steam SuppK) 

6 F S Ma..kJe)iS:0 HankjRoad Ga esheadS Co Durham VokesDtd 
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GENERAL AIEDICAL COUNCIL 

SESSION NOV 22-26 

In a presidcnml address it the opening of the Counal’s 
201st session. Sir David Campbell rccilled that botli the 
Covmal and the Pharmacopoeia Commission hid been 
mvited to submit evidence to a working party established 
by the Mmister of Health, in consultation with the Home 
Secretary and the Secretary of State for Scotland, “ to 
review the legislative provisions which relate to the control 
of medicmal substances, and to recommend what changes 
should be made to rationalise and simphfy the law with a 
view to ultimate amendment and consolidauon ” 

At present there was no comprehensive and imiFicd 
system of statutory control of medicmal substances 
Many separate controls had been established piecemeal 
over the years, and were administered by a number of 
bodies, including the Dangerous Drugs Branch of the 
Home Office, the Poisons Board, the Mimstry of Hcaltli, 
the General Medical Council, and the Pharmaceutical 
Society In addition to such statutory controls, certain 
books of standards prepared on a voluntary basis by the 
Pharmaceutical Society and the Bntish Medical Associa¬ 
tion jointly had received official recognition, while 
other official bodies, such as the Standing Joint Com¬ 
mittee on the Classification of Proprietary Preparations 
and the Joint Committee on Prescribing, had been 
estabUshed for special purposes in the Nauonal Health 
Service 

Under Section 47 of the Medical Act, 1956, which 
re-cnacted provisions going back to the original Act of 
1858, the Council was responsible for tlic pubheauon of 
the British Pharmacopma which must contain “ desenp- 
tions of and standards for mcdiancs, preparauons, 
materials and articles used in the practice of mcdianc, 
surgery, and midwifery ” 

After full consideration and mutual consultauon, the 
Council and the Commission had reached the con¬ 
clusion that, as a consequence of recent developments in 
pharmaceutical pracuce, it had become dcsinblc to 
change some of the procedures followed m regard to the 
Bntish Phamtacopaeia Memoranda conveying the views 
of the Council and the Commission had been conveyed 
to the working party, which were m substantial agree¬ 
ment 

One of the recommendauons related to tlic status of 
Approved Names Since 1940 it had been the pracuce 
of the Council, acung on the rccommcndttions of the 
Commission, to announce from umc to umc the ntmes 
by which certain drugs would be described if they were 
subsequently included in the Pharmacopixia Experience 
had shown, and the inienm report of the Hinchliffe 
Committee on the Cost of Prescribing had recently attested, 
that the regular and prompt pubheauon of Approved 
Names served more than one useful purpose It helped 
to avert the use of a number of different names for the 
same acuve substance, and it served to protect as far at 
possible a suitable name from propnetary adoption as a 
trade mark 

Tins pracuce, however, was unoffiaal The Com¬ 
mission and the Council thought that, if changes m tre 
law were contemplated, it would be appropriate to accora 
them statutory recogniuon They had according v 
recommended that the Council should receive statuioT 
authority for the issue of Approved Names, and mat. 
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while manufacturers should of course be left free to use 
their oivn proprietary names, it should not be legal for 
them to use any unoffiaal non-proprietary name for a 
drug other than the Approved Name They had also 
recommended that manufacturers should be required 
to mdicate the Approved Name of any drug on the 
labels of the medicme or preparation, and m all 
advertismg matter Such a provision would guard 
agamst confusion without senously mconvemencmg the 
manufacturer 

The mclusion of a drug m the Phannacopceia had come 
to be widely accepted as an mdication that it was thera¬ 
peutically rehable, and a number of regulations and 
provisions, both m this country and overseas, had been 
framed on this assumption The Counal did not wish 
to disturb this situation At the same time it was conscious 
that the necessary mtervals between the pubhcation of 
new editions and addenda sometimes caused considerable 
delay before a pharmacopceial standard was provided for a 
drug newly mtroduced into medical practice As a result, 
some drugs and preparations were widely sold before 
mdependent standards had been provided 

In these arcumstances the Council had been impressed 
by the view, which was strongly held by the Commission, 
that m the pubhc mterest standards should be made 
available for all drugs at (or very soon after) the time when 
the drugs began to be used m medical practice It^was 
true that under the provisions of section 47 of the Medical 
Act the Counal was at present empowered to pubhsh 
amendments of, and addiaons to, the British Pharma- 
copcEta at any time, and it would be legally m order for 
It to pubhsh, m the form of addenda to the Phannacopceta, 
monographs for drugs as soon as they were placed on sale 
It was advised, however, that such a course would not be 
equitable, or mdeed practicable, m present circumstances 
The Counal and Commission accordmgly had made a 
number of suggestions designed to enable the Council to 
pubhsh, as Approved Speafications, standards for all 
newly mtroduced drugs as soon as, or withm a short period 
after, the drug was placed on sale m the Umted Kingdom 
These Approved Specifications would have a defimte 
legal status of their own similar to, but distmct from, 
the standards given for drugs included m the British 
Pharmacopoeia The British Pharmacopoeia would also 
contmue to be pubhshed as at present, and some, 
but not all, of the drugs for which Approved Speafica¬ 
tions had been issued would eventually be absorbed 
mto It 

The evidence subnutted also touched on two other 
important topics The first of these related to the statutory 
authority of the standards contamed in the Pharma¬ 
copoeia This was mainly a legal question After comparmg 
the law m this country with that m certam other countries 
the Counal had recommended that the law should be 
amended to provide that m the Umted Kmgdom any drug 
which was prescribed or demanded under a title or 
subsidiary ude used m the Pharmacopoeia should comply 
with the relevant reqmrements stated therem 

The evidence also dealt with the question of ensunng 
identity of the standards presaibed m the British Pharma¬ 
copoeia and the regulations of the Therapeuuc Substances 
Aa Under existmg arrangements it had been possible 
for diiergenaes to occur m the standards prescribed for 
the same substances in the British Pharmacopoeia on the one 
hand and the regulations made under the Therapeutic 


Substances Act on the other In order to avoid such an 
undesirable duphcation of standards, the Counal and 
the Commission had recommended that the Therapeutic 
Substances Act, or the regulations made thereunder, be 
amended at the earhest opportumty so as to provide that, 
where any substance covered by part i of the Act was 
included in the Pharmacopoeia, the standards to be 
observed in respect of that substance, and the tests to be 
used m determimng whether those standards had been 
attamed, should be contamed m the Pharmacopoeia 

Presentmg the report of the Pharmacopoaa Committee, 
Dr H Guy Dain, its chauman, said that sales of the last 
British Pharmacopoeia and the last Addendum (32,024 and 
4970), compared with those of the previous Pharma¬ 
copoeia and Addendum, showed a considerable falhng off 
in accordance with the alteration in retail pharmacy, which 
would contmue There was not the same need for the 
retail pharmaast to be m possession of the Pharma¬ 
copoeia, which set out the standards for makmg up pre¬ 
scriptions, because he was supphed by the manufacturer 
with drugs to the laid-down standard 

Turnmg to the section of the Pharmacopoeia Com¬ 
mission’s report which stated that the Comnussion con- 
tmued Its efforts to make possible the abandonment of 
the apothecaries system of weights and measures m the 
next edmon. Dr Dam explained that the change could 
not be made ivithout an Act of Parhament because under 
the present law the pharmacist must do exactly what the 
prescnption stated and it would be impossible for him to 
dispense m the metric system a prescription made out in 
the apothecaries system The Government’s new weights 
and measures Bill mtroduced the metnc system not only 
for mediane but for everythmg else, but this would not 
be put mto effect before 1967 “ We are anxious to make 
the progress we want to make m 1963”, continued Dr 
Dam, and he announced that Lord Cohen of Birkenhead 
had undertaken to move an amendment m the House of 
Lords 

The revision of legislation concerning medicines was, 
said Dr Dam, “ a matter on which we are not too happy ” 
The control of medicmes was governed by a number of 
Acts, and the Government had set up an mterdepart- 
mental committee to look at the matter, but the terms of 
reference were so wide that some anxiety was felt as to 
what might emerge The Counal itself and the Pharma¬ 
copoeia Commission had issued their views to the com- 
nuttee, but they were very anxious that everythmg should 
be done to consohdate the Acts and make sure that the 
position of the Pharmacopoeia and the Commission m the 
matter was properly assured 

At Its May meetmg m 1959 the Counal asked each 
hcensmg body and medical school to submit not later than 
March 31, 1960, a statement with regard to its courses of 
study and exammations, together with an indication of 
any changes which had been made or were under con¬ 
sideration for the purpose of givmg effea to the revised 
recommendations Last May the Counal gave prelimi¬ 
nary consideration to the statements so far received and 
deaded to adjourn further consideration until the present 
meetmg But the President announced that not all the 
hcensmg bodies and medical schools had yet submitted 
statements At his suggesuon a committee of deans and 
former deans was set up to analyse the statements and 
extract from them anythmg m the natiuc of a new 
approach and to report to the May, 1961, meetmg 
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Medical Disciplinary Committee 

The committee met on Nov 23-26, under the chair¬ 
manship of the President 

APPLICATIONS FOR RESTORATION 

The Registrar was directed to restore to the Register the name 
of Alexander Gordon Bonnyman The committee refused 
the apphcanons of John Bodkin Adams and Peter William 
Spencer Gray 

removal fSom register 

Harold John Salter, registered as of Oakwood Hospital, 
Maidstone, Kent, mb Lond (1954), tsas charged with 
behavmg Improperly to and committmg adultery with a woman 
patient The committee determmed the faas alleged proved 
to their sausfacuon that the doctor was guilty of infamous 
conduct m a professional respect, and directed the Registrar to 
erase from the Register the name of Harold John Salter He 
has 28 days in which to appeal to the Pnvy Council 

James Albert De Gregory, registered as of Tudor Vdla, 
Vaughan Street, Rhyl, Flmtshire, MB Edin (1931), was 
alleged to have been the family doctor of a man and his 
wife and subsequently of their three children and connnuing 
to stand in professional relationship with the woman unol 
Dec 9, 1958, when her name was transferred, and with the 
remainmg members of the family It was further alleged that 
after he had entered into professional relationship with the man 
and wife and their family he improperly assoaated with the 
wife arid from a date m or about December, 1958 (subsequently 
amended to July, 1959) he frequently committed adultery with 
her, and that he tvas found guilty of adultery with the woman 
by dectee of the divorce court made absolute on May 25, 1960 
The committee found Dr De Gregory guilty of infamous 
conduct in a professional respect m regard to ^e faas found 
proved agamst him and direaed the Registrar to erase from the 
Register the name of James Albert De Gregory He has 28 
days m which to appeal 

William David Smith, registered as of 118, Marlborough 
Park Central, Belfast, M b Belf (1940), onginalty had judg¬ 
ment postponed for a year in November, 1957, following 
convictions m 1956 and 1957 for bemg in charge of a motorcar 
while under the influence of drink or drugs In November, 
1958, the committee were not sausfied that the evidence so far 
received would warrant their dischargmg the case and post¬ 
poned judgment for a further six months At the meetmg m 
May, 1959, a further charge of drivmg while under the mfluence 
of dnnk w as proved In order, how ever, to give him one further 
opportumty of overcommg his tendency to mdulgence m dnnk, 
judgment was postponed for a year Last May the committee 
were informed of a further charge of bemg drunk m charge and 
postponed judgment to the present session so that they might 
be aware of the result of these proceedings He had been 
connaed of this offence at Oxford Quarter Sessions and 
sentenced to three months’ impnsonment, ordered to pay £50 
costs, and disqualified for 10 years Announemfe that the 
Registrar had been direaed to erase from the Register the name 
of William David Smith, the chairman said “ The committee 
think on the whole that it is a kindness that they should remove 
your name from the Register for the time bemg, but if y ou come 
before them agam cured of y our addiction to dnnk, appbcauon 
for the restoranon of your name to the Register will be sym- 
patheucally corisidtred ” Dr Smith has 28 days m which to 
appeal 

Archibald Thomas MacaIaster Glen, repstered as of 25, 
Santos Road, London, S W IS, l R c P E (1935), had judgment 
postponed for a vear in May, 1959, follovvang convictions m 
that year for dm mg a car under the mfluence of drmk and 
bemg drunk and disordcrlv, the chairman say mg that m the 
light of his prevaous record the committee regarded vvath grav c 
concern the further offences of which he had been convaaed 
When he came for postponed judgment he had been convaaed 
again of bemg drunk and disorderlv The case was adjourned for 
a further six tnonths A further charge was now found prov ed, 
of bemg drunk m a public place, for which he had been fined 
20r at the South-Western Mapstrates’ Court last July The 


Registrar was direaed to erase from the Register the name of 
Archibald Thomas Macmaster Glen, the chairmLTumg 
him, m similar terms to those used m Dr Smith’s case, that 
they thought on the whole this was a kmdness He has 28 days 
in which to appeal ^ 

Mrs Grace Alison McCorJiIack, repstered as of 70 
Chenton Square, Balham, London, S W 17, m r c s (1940)^ 
was charged with havmg been convnaed at Coalville Magis¬ 
trates’ Court m 1955 on four charges of unlawfully procuring 
dangerous drugs and one of faihng to keep a Dangerous Drugs 
Register, for which she was fined £125 and ordered to pay 
£6 15r costs, and infamous condua m a professional respea in 
that she had between various dates m December, 1958, and 
January, 1959, obtamed morphine at Bundarra, New South 
Wales, for the purpose of granfymg her own addicnon, by 
fraudulently representmg that she had prescribed them for 
various patients, and at Bundarra admmistenng morphine to 
herself, to which offence agamst the Police Offences (Amend¬ 
ment) Act, 1908, of New South Wales she had pleaded guilty 
Ordermg the erasure of the name of Grace Alison AlcCor- 
mack from the Repster, the chairman observed that this did 
not prevent her from applymg for restoration if she was cured 
She has 28 days m which to appeal 

James Albert Shavers, registered as of 45, Clcrkcnwell 
Close, Fmsbury, Londoh, E C 1, m B n u i (1939), was 
charged with havmg been conviaed of mdecent assault for 
which on Aug 22, at Lambeth Mapstrate’s Court, he was 
sentenced to three months’ imprisonment By reason of the 
conviction the Registrar was direaed to remove from the 
Repster the name of James Albert Seavers He has 28 days 
m which to appeal 

case dismissed 

Andrew Edwin Beith, repstered as of 17, Lmcoln Street, 
Leicester, M R C s (1924), was charged that, bemg repstered 
imder the Medical Aas and having undertaken to provide 
general medical services under the Nauonal Health Service, on 
July 30, 1955, he failed without reasonable cause to visit and 
treat Anita Jane Beighton (aged 14 months) whose condiuon so 
required and for whose treatment he was responsible under the 
National Health Service, and that durmg a period between 
Feb 27 and March 27, 1959, he failed without reasonable cause 
to visit and treat the late Mrs Grace Annie Rose Spencer whose 
condiuon so required and for whose treatment he was respon¬ 
sible under the Nauonal Health Service The charge continued 
“ By your condua as aforesaid you neglcaed your duties as a 
mcdiral pracuuoncr under the Nauonal Health Service and 
disregarded your personal responsibilities to the pauents whom 
you had accepted on your Ust, and that in relation to the fa«s 
alleged you have been guilty of infamous condua m a profes¬ 
sional respett ” The committee determmed that the facts 
alleged agamst Dr Bcith had been proved to their sausfaaion 
They considered these faas to be regrettable, but came to the 
conclusion that they did not consbrute infamous condua in a 
professional respea, and they recorded a findmg that Dr Bcith 
was not guilty of infamous condua m a professional respea 

CASES POSTFONED 

In the absence of any evidence concerning the habits and 
condua of Florence Berchmaks LAwlor, repstered as of 50, 
Beaumont Street, London, W 1, m b n U I (1936), against 
whom judgment had been postponed for a year following 
convicuons for being m charge of a motorcar when under the 
influence of dnnk m 1960 and unlawfully obtaming drup by 
false pretences in 1959, the committee did not feci jusufied in 
dischargmg the case at present and therefore postponed judg¬ 
ment for a funher six months, unul Mav 1961 

The comminec were not satisfied that the evidence produad 
on behalf of Rioiard VlAURia Dooley, registered as of 74 
Eglmton Road, Donnybrook, Dublin, M B Dubl fimS), v'^ould 
warrant them discharpng the case at present They therefo e 
postponed judgment for a funher six months on four con ic- 
oons involvmg dnnk 

'K'illiam Quipke, repstered as of Mountjoy Lodge, Kito c> 
L.RCP I (1949), was charged with havmg been comet'd on 
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two charges of obtaimng drugs bv false pretences and one of 
unlawfully procuring dangerous drugs for whicli at the 
Casdeford West Riding Magistrates’ Court on June 1, 1960, 
he was fined £100 Judgment was postponed for a wear 

Aitred Francov WuxiamSj registered as of 18, Crabtree 
Lane, Sheffield 5, M b Edm (1940), was charged with having 
been convicted at Sheffield Jvlagistrate’s Court on Julv 19, 
1960, of bemg drunk m a public place, when he was fined lOr 
and ordered to pay 7s 6d costs, and of a like ofience at the 
same court on Sept. 19, when he was fined £1 Judgment was 
postponed for a year 

Henry Joseph Caron, registered as of The Surgery, 
Tvntyla Road, Llwynvpia, Rhondda, Glam., L.AJJ Dubl 
(1949), admitted a conviction at Ystrad hlagisnates’ Court on 
ei^t charges of unlawfuUv procurmg dangerous drugs, for 
which he was fined £200 and ordered to pay £10 lOr costs 
Judgment was postponed for one year 

CASES CLOSED 

The committee dete rmin ed that the Registrar should not be 
directed to erase the names of Henry Stanley ALarshall 
Perera, L.R.C P E (1959), registered as of Daisv Hfll Hospital, 
Newrv, Co Down, of Geoffrey Roderick Richards, mj? c s 
(1937), registered as of 5, Corrvmore Alansions, Skettv Road, 
Swansea, and of George Lewts Minter, mb Edm (1950), 
registered as of 133, Queen’s Road, Blackburn, Lancashire. 
In each of these cases judgment had prenouslv been postponed 

CASE HELD OVER 

The case of Loh AIung Sun, registered as of 25, Channel 
Road, Sibu, Sarawak, Borneo, l r c.p e (1917), was postponed 
to the next meetmg of the co mmi ttee 


Symposium 


ANTICOAGULANT THERAPY 

FROM A CORRESPONDENT 

A SY’MPosiDM on Anticoagulant Therapy was held in 
London on Nov 18 and 19 

Reviewing laboratory control. Dr R. F Biggs (Oxford) said 
that the coumarm anticoagulant drugs cause a fall m the blood 
level of factors vm, rs, and x, and of prothrombm, and infl uence 
the adhesiveness of platelets, factors v and vin are unchanged. 
She suggested that the responsibilrty of the laboratorv worker 
IS pnmarilv to ensure that the levels of these fectors never fall 
so low as to cause hemorrhage, m other words, he should 
prevent the c linician from allowing these drugs to degenerate 
into hemorrhagic poisons The one-stage prothrombm test 
IS widelv used, for, by and large, it distmguishes safe from 
unsafe levels of treatment The drawbacks of this test are its 
msensiavitv to small deviations from normal and the techmcal 
fifiixt of different sources of nssue-exiract on the results The 
prothrombm and proconvertm method is more sensitive m 
the near normal range, but this test still requires carefully 
standardised reagents The thrombotest method provides a 
standardised reagent and seems the most smtable for routme 
use m small laboratories 

In the past ten years Prof P A. Owren (Oslo) has pioneered 
3 large-scale and expanding programme of lifelong prophv- 
lacnc anncoagulant therapv m Norwav, and he mtroduced 
the thrombotest m response to the need for a sim ple and 
ivhablc test to subserve This programme under variable 
laboratorv conditions throughout the countrv Dr W Walker 
(Dundee) has confirmed its value and reco mm ends that 
capHlatv blood be obtamed bs a scalpel wound of the lateral 
aspect of a finger The thrombotest method is apparentlv 
ideal for the control of anncoagulant therapy m, for instance, 
me small rural Australian commumnes with limited laboratory 
fadhnes described b% Sir Willlam Morrow (Svdnev) Irong- 
lerm anncoagulant tbcrapv would be cxtremelv hazardous or 


even impossible under these circumstances but for well- 
organised flvmg-doctor services and the keen enthusiasm of 
country pracnnoners who contend with their own laboratory 
techmques 

Professor Owren’s Norwegian programme of hfe-long ann¬ 
coagulant therapv embraces rheumanc heart-disease with 
embolism, angina pectoris of less than two vears’ duranon, 
myocardial infarcnon after the first attack, and thrombosmg 
atherosclerosis of the legs and of the cerebral orculanon. 
Support of the value of such a regime m myocardial ischsnua 
was forthcoming from Dr A. S Douglas (Glasgow), who 
cited the results of the Medical Research Council s long-term 
anticoagulant trial, fiom Dr M AI Suzalan Oohannesburg), 
who found that the fatahty-rate fell from 54% to 22% with 
prolonged therapy, and fiom Dr Paul Wood (London), who 
observed that the mortahtv among treated cases of coronarv 
insufficiency is a fifth of that m the controls Dr Wood 
felt that panents repeat their panem of onset of svmptoms, 
and this prondes some guidance m the selecnon of cases for 
long-term anncoagulant treatment Panents m whom severe 
svmptoms developed suddenlv are hable to bat e this experience 
agam without warnmg, so for these it seems advisable and 
safer to connnue on long-term anncoagulants, sshereas those 
m whom adequate warning is given bv crescendo angina of 
efifort can be controlled as svmptoms arise Dr Wood 
suggested that all panents receivmg anncoagulants should 
carrv cards mdicanng the dosage and serial prothrombm- 
nmes Dr H Le.mpept (Manchester) disagreed, for the mtro- 
specnve can be profoundlv anxious over minor vananons m 
these readmgs Those who have endeavoured to console mtro- 
specnve rheumatoid panents over minor fiuctuanons m their 
etythrocvte-sedimentaaon rates will svmpathise with Dr 
LOTperf’s viewpomL Most would agree with Dr Wood and 
with Prof R. B Hunter (Dundee) that the ulnmate responsi- 
bflitv for the control of treatment, although dictated bv 
laboratorv means, hes with the climaan 

Dr Douglas has quesnoned 30 doctors cm ermg a popula- 
non of70,000 m the environs of Glasgow to assess the number 
of panents who had sustamed one mvocardial infarct or who 
had effort angma From this survey, it seems likelv that about 
10% of the populanon would need long-term anncoagulants 
Dr AL F Oliver (Edmburgh) has calculated that such an 
mcadence would cost the country £1 million annually But 
Professor Owren pointed out that this stressed the debit 
without takmg mto account the large credit side of lessened 
mortahtv and morbidity Dr Ohver supponed this bv anng 
wnrth-while expenditure of £6 miUion on pohomvehns 
munumsanon Dr J L Stafford esninated that the service 
costs £1 per panent’s visit to St George’s Hospital, London, 
and Dr Stark Murray that the dormciliary service m the 
Kmgston area costs £1 per test 

Anncoagulant therapy is not free of danger Dr R W 
Ealmanuel (London) mennoned an mcreased risk of fatal 
haemorrhage m Eisenmenger s syndrome and Dr John JiLar- 
sHATT. has dealt with some instances of comphcanng cerebral 
haemorrhage Prof Sheila SHERLOCat (London) enjomed caunon 
m its use m panents with hver disease Failure of blood coagula- 
non IS a recognised comphcanon of jaundice and hepato¬ 
cellular dvsfuncnon, and when congesme hepatomegaly 
develops in panetts receivmg anncoagulant therapv their 
prothrombm-nmes mav nse to alarming le\ els and hamorrhage 
may ensue. Nonetheless, hver disease need be no bar to ann¬ 
coagulant therapv so long as careful laboratory control of 
blood-clottmg and of hver-cell fimcnon is mamtamed She 
drew attennon to the ranty of rntraYRScular thrombosis and 
atherosclerosis m panents wath chrome parenchymatous hi er 
disease, and mdicated that this observanon may prme to be 
a growmg-pomt m our better understanding of these 
phenomena. Although the orrhonc mav be spared the sequeke 
of atherosclerosis and mvocardial ischemia this canriot be 
construed as a good argument for alcoholism 

The proceedings of this coafereaee are to be published by Harvey 
&B!vthe,Ltd 
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I SHALL never understand how a people who set as much store 
by comfort as do the Americans—wi& their big, well-sprung 
cars, centrallj heated homes, and air-conditioned offices—can 
tolerate and even encourage shower-baths In many places 
where thej live there is either no tub at all or else one of such 
cunous shape and meagre dimensions that it is all but impossible 
to use It in any position save the erect I note that that great 
criuc, Mr Edmund Wilson, who claims that he has had more 
“uplifting thoughts, creanve and e\-pansi\e visions” m 
American bathrooms than m European cathedrals, speaks of 
“ soaking in comfortable baths or drymg myself after bracing 
showers ” He does not pretend that showers are comfortable 

When jou turn on a shower, nine times out of ten your arm 
must be in the Ime of the shower if you are to reach the tap 
The iniUTl imavoidable blast of cold water is not so bad, but 
if you have misjudged the proportions of hot and cold, your 
arm will be exposed to another cold blast, or else a scaldmg one, 
when It tinudly reaches out to readjust the tap This procedure 
often has to be repeated several times It is usually possible 
to step mto the shower backwards to avoid the flood on your 
face and eyes—tliough hazardous if the floor is as slippery as 
It IS m nme showers out of ten Some showers are almost large 
enough for you to bend over and wash your feet without 
striking your head on the wall Some even have a receptacle 
for the soap, in the others you have to hold it m your hand all 
the time or keep retnevmg it from the floor In cold weather a 
tub wiU surround you with delicious warmth, like central 
heating, not so the shower It is very difficult to get the water 
to run down your back and front simultaneously, and in general 
the effect is like that of the Old World’s coal fire—you are 
comfortable (if not burned) on one side and frozen on the other 
If the water is too cold, and you are foolhardy enough to try 
and adjust it, you will usually find that the hot-water tap is so 
sensitive that the least touch will cause it to eject a jet at 
scalding temperature Worse, there may be temperature 
changes beyond your control—in the words of Vladimir 
Nabokov, showers have “one defimtely neo-Laodicean 
characterisuc in common, a propensity, while in use, to turn 
instantly beastly hot or bhndinglv cold on you, depending on 
whether your neighbour turned on his cold or his hot to 
depriv e you of a necessary complement m the shower you had 
so carefully blended ” 

It IS argued in favour of showers, first, that they use up less 
of the commumty’s water than a tub bath—an assertion that 
I disproved by taking a shower in a tub with the plughole 
plugged and finding the water near to overflowing long before 
I had finished, and second, that you get cleaner than you would 
m a tub, sitting in water that gets dirtier and dinier There 
may be some truth in this, if you are really dim—after, say, 
shovelhng a couple of tons of coal from one bunker into 
another, but then not many Americans are often in this 
predicament If, however, they come to realise how close in 
comfort coal fires arc to their belov cd show ers, perhaps more 
of them will be 

* • • 

Some years ago, when we were workmg with rabbits, we 
injudiaously bought a pair of clcctnc clippers to facilitate 
cutting their hair This apparently put us on the mailing-list of 
all the hairdressers’ suppliers in Britain, and vve have been 
bombarded and even pursued abroad by letters containing 
special Easter offers to trade in our worn-out scissors or tcllmg 
us how to get another 3d or 6d on every haircut wathout having 
to spend anv monev on extra equipment or supplies Wc have 
been offered large plasuc stimulators and small rubber v ibrators 
“ Bring more monev into the saloon' ’ the postcards erv Now 
that our local hairdressers’ charges have gone up for the third 
time m two years, wc arc scnouslv thinking of tnmg it our 
We have for some time been trimming the hair of our children 
with the rabbit clippers, and have acquired some small skill 
In faa, last week We trammed our rather shaggv cocker spaniel 


to perfection It is onlv a question of changing over to bigger 
game, and w e hav c offered, for half the official price, to cut the 
hair of our new graduate assistant m a saloon vv chav e established 
off the feed-room in the animal house 

• • • 

I now have no doubt that a country cottage is the best 
antidote to a consultant’s life in a large industrial city 
Stepping over the threshold seems to induce relaxation 
It isn’t hke the Ritz, and indeed the farm worker viewed it 
as unfit for human habitation and says that he’s happier in the 
modem bungalow which has been built for him W'lth tins 
excuse vve have eagerly seized the cottage, and put it into good 
shape, mainly with our own hands It is timbered, black and 
white, and built about 1640, and the presence of elcancity 
enables us to rough it with electric blankets and other comforts 
when necessary So far only one thing has marred it The 
mental tranquillity of the Sunday has sometimes been replaced 
on the Monday morning, during Outpatients, by a humiliating 
looseness of the bowels 

I had thought of consulung a psychiatrist, as it seemed an 
obvious escape mechanism, symbolising an unconscious desire 
to nd myself of the humdrum of routine work But serious 
considerauon will now have to be given to an alternative 
diagnosis I’ve just discovered that there is a dead horse in 
our water-supply 

• • • 

Driving home on my vv eekend off, I was stopped by a herd 
of cows After ten minutes of stopping and starting I began 
to infiltrate The occupants of two cars going the opposite 
way looked at me rather oddly and one shouted something 
which sounded rude, but was unfortunately unintelligible 
I stopped to allow a large bull to move out of the way and then 
staned again The car jolted, shook, and stalled A large 
pothole, I thought—strange I hadn’t noticed it I started 
again, using the accelerator more strongly, tlie car rocked 
violently and stalled again It had never behaved like this 
before, it felt alive At that moment a soldier in an armv 
truck climbed down and came to my vvmdovv “ Excuse me, 
miss,” he said, “ but did you know—er, can I help you—you 
have a cow in your back bunlpcr ” 

• • • 

In the course of movmg house in a northern pursc-spiring 
commumty, I had to throw out a cupboard-full of old and more 
or less mutilated medical journals My wife offered some 
samples to tiic local fishmonger I am sorry to report that 
The Lancet came out of this test badly “ Nae, nae, the paper 
IS o’er absorbent, and moreover the reading matter is too 
mtellcctual for most of my customers ” However a stack of a 
sister journal was accepted with gratitude " They’ll do fine, 
good waterproof paper and plenty of interesting picmrcs, 
some m colour forbyc ” 

• • • 

The formal advertisement for an exchange of practices which 
jou carry this week is the outcome of my dream of finding some 
way to get out of my routine life and to spend a sabbatical spell 
in some totally different environment My practice is in rural 
Western North Dakota where there is grain-farming, ranchmg, 
oil drilling, and American Indians The nfcarest large lovvn is 
70 miles away and the nearest hospital 32 miles I have the 
rather large investment of a 5-bedroom home and an 8-room 
dime (surgery) (X-rav, f c G , lab , &c) with 3-8 vear rerords 
on over 4500 people Now there must be some doctor in Great 
Bntain, like me, m his late thirties w ho is tied down with family 
and commitments and inv estments, vv ho has had his nose to the 
gnndstonc since he left hospital work and his formal mcoieal 
traimng. who has been seeing the same faces year in and vear 
out until he wonders where it is all leading! Such a man i 
would like to step into my shoes, and 1 in turn would take o cr 
his practice He could mal e mv family and me v ery happv ana 
at the same provide his own famil> and himself 
interesting opportunity for educauonal growth 

I wonder if I am vour first penpatctic adveni'cr' 
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“ THEY NE^^R TELL YOU ANYTHING 
SiRj—“Of course, they never tell jou anything in 
hospital” IS, as Dr Donaldson (Nov 26) points out, 
a common remark of those who leave hospital, and is used 
bj him and often by others, wntmg to the newspapers, as 
a suck to beat the hospital staff Yet I thin k there are t ery 
good reasons whj this statement, so often made, should not 
be taken at its face \alue, because I hate long been 
mterested m trymg to find out exactly what it is that the 
pauent has not been told It is a most mterestmg aspect 
of the whole subject of doctor-pauent commumcauon, and 
considermg how much the commumcation from patient 
to doctor (i e, the evaluanon of symptoms) is discussed 
It is odd how httle attenuon is paid to the process m the 
opposite direcuon, the process of explanauon, and how 
often It fails completely 

One finds this when one talks to pauents after their return 
home from hospital Most people are only too wilhng to talk 
of their operanon, and while thej often preface their remarks 
with “ of course, they never teU you any thin g m hospital ”, it 
becomes obvious as they go on that, m fact, many people have 
taken great pams to tell them a lot These patients certainly 
have no mtention of telling a direct he and would be horrified 
if they thought their remarks rmphed adverse cntiasm they 
are generally grateful and “ of course, the doctors and nurses 
were all marvellous ” These same people with equal irmocence 
often attnbute to me, or my partners, remarks which we never 
made, and it must be f amili ar to all of us to hear with horror 
and wonder the dungs we are supposed to have said, that 
menmgius is due to thinkmg too hard, that someone is dun 
because threadw orms eat up all their food, or that if the sw elhng 
of the ankles spreads up to the body the heart will stop All 
these remarks have been attributed—mcorrecdj, I may say— 
to myself, and by patients who bear no antagomsm and hai e 
no wash to slander me This is just another example of failure 
of commumcation 

This failure arises chiefly, I beheve, from failin g to reahse 
exacdv how difficult the process of commumcation is, and that 
to most patients the simplest fundamentals of anatomj and 
pathology are as obscure as the fundamentals of an electromc 
Wmputer are to me It is not a question of mtelhgence, but of 
famihanty, and our constant day-to-day preoccupanon with 
medicme dulls our apprecianon of the obscurity of that diagram 
of gallbladder and common bileduct which we draw to 
oxplam to our patient his pam and his jaundice Try and 
t^gme a techmcian drawing a diagram to explam why jour 
^ctromc computer can’t add two and two when you don’t es en 
know what an electromc cell is 

This IS only one aspect of the subject Failure to discover 
ond deal with hidden fears is another Even more important 
perhaps, we may forget how much of hospital routme we take 
or granted—the mtravenous dnp, the tube up the nose, 
starvation before operation, the white sheet on the abdomen 
t must not be touched, pubic shaving, the first sight of a 
Bojle’s machme, the unaimounced techmcian with a 
tnl sjnnge, the groans of the chap m the next bed, just back 
mm theatre who sounds as if he is m agony ev en if he isn’t 
otv often the “ anjilimg ” that ‘ they never tell vou ” is the 
touune happemngs of the ward, because to the staff it is 
oroinary common or garden dull routme—routme to the staff 
pane potentiallj temfymg senes of expenences to the 

Finallj there is the positive desire not to understand, m 
er to presen c at all costs the magic of the hospital so that it 
miracles if miracles are neces'arj This most 
her T tt is too large a subject to expand on 

Trm i common m the elderlj and it does explam whv the 
“k they nev er tell v ou any thin g ’ is so often v oiced, not 


as a grumble, but with positive pleasure and as a mark of 
gratitude for services rendered 

Thus there are good reasons for beheving m the first 
place that the remark “ of course they never teU you 
anything m hospital ” is just not true m its hteral sense, 
and m the second place that simple measures hke allotting 
to student, houseman, or registrar the job of “ telling the 
patient, m simple laj terms ” wfil do httle to overcome the 
frequency with which the remark is heard 


Wantage, 

Berii 


I S L Loudon 


Sir, —^Dr Donaldson oversimplifies the problem of 
telhng patients about their lUnesses when he saj^s “ some¬ 
one ” should tell “ ev ery patient ” before leavnng hospital 
what IS wrong with them He is dogmatic m implymg 
that this IS necessarily an important part of their treat¬ 
ment, and, I suggest, misgmded if, m this context, he 
agrees with Emerson that “ knowledge is the antidote to 
fear” 

Like manj housemen, I have been that “ somebody ” 
for a year now I regard explanation to patients as, m 
large part, the houseman’s responsibihtv and have tned 
consaentiously to deal with the problem, but I don’t 
think I hav e ev olv ed any sansfactorj method 

Even with non-mahgnant disease it is far from easy 
While agreemg with Dr Donaldson that, too often, a 
patient is given madequate information, it is remarkably 
difficult to explam to a layman anjtthmg except the 
simplest of diseases On many occasions the consultant, 
the registrar, and I have given careful explanations to 
patients, only to find by the questions asked later that 
virtually nothing has been grasped of what has been said 
Mahgnant disease presents an ev en more difficult 
problem Some patients undoubtedly wish to know what 
is wrong with them no matter what the imphcanon 
Personally, I think this a comparanv ely small proportion, 
but they should be told Others show by their discussion 
both with doctors and nurses, or bj their avoidance of 
discussion, or refusal to face up to manifest evidence of 
physical detenoration, that they do not want to be told 
anythmg I have seen the personahties of such patients 
dismtegrate at having imwanted explanation thrust upon 
them Others purport to want to Imow, but, by the way 
they word their questions, do not want the truth How 
else can one mterpret the question “ I hav en’t got 
cancer, have I doctor ’ ” Is the correct reply to this 
“yes ”—how ev er arcumlocuted ^ It is simply not true, 
m my expenence, that “ v ery seldom will a ‘ white he ’ 
have to be told ” to a patient It is necessary quite often 
Telhng panents about their lUnesses is not something 
that can be managed by any rule-of-thumb Human 
bemgs must be judged mdividually According to the 
abihty of the doctor to do this astutely, so will he be 
able to deade on the form of explanation suited to each 
patient 

London, Wl SiDNFi CROWN 

DRUG DOSAGE FOR INFANTS 
Sir,—^Y our annotation of Oct 29 drew attention to a 
formula based on surface-area The method, which 
mvolved the calculation of the 0 7 power of the weight m 
kilogrammes, was said to be “both convement and 
accurate ” Before we all rush for logarithm tables and 
shde-niles, it vv ould be as w ell to examme these claims 
The conv enience of a method is alvvavs a matter of opinion 
I venture to suggest that the use of a nomogram has much to 
commend it (Incidentallv, poor mathematician that I am, to 
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I SHALL never understand how a people who set as much store 
b} comfort as do the Americans—wiA their big, well-sprung 
cars, centrally heated homes, and air-conditioned offices—can 
tolerate and e\en encourage shower-baths In many places 
where they live there is either no tub at all or else one of such 
cunous shape and meagre dimensions that it is all but impossible 
to use It in any position save the erect I note that that great 
critic, Mr Edmund Wilson, who claims that he has had more 
“ uphfang thoughts, creative and ex-pansne tisions” in 
American bathrooms than in European cathedrals, speaks of 
“ soakmg m comfortable baths or drying myself after bracing 
showers ” He does not pretend that show ers are comfortable 
When you turn on a shower, nine times out of ten your arm 
must be in the line of the shower if you are to reach the tap 
The initial unavoidable blast of cold water is not so bad, but 
if you have misjudged the proportions of hot and cold, your 
arm w ill be exposed to another cold blast, or else a scaldmg one, 
when It timidly reaches out to readjust the tap This procedure 
often has to be repeated several times It is usually possible 
to step into the shower backwards to avoid the flood on your 
face and eyes—though hazardous if the floor is as slippery as 
It is in nine showers out of ten Some show ers are almost large 
enough for you to bend over and wash your feet without 
striking your head on the wall Some even have a receptacle 
for the soap, in the others you have to hold it in your hand all 
the time or keep retrietmg it from the floor In cold weather a 
tub will surround you wath delicious warmth, like central 
hcaung, not so the shower It is very difficult to get the water 
to run down your back and front simultaneously, and in general 
the effect is like that of the Old World’s coal fire—you are 
comfortable (if not burned) on one side and frozen on the other 
If the water is too cold, and you are foolhardy enough to try 
and adjust it, you will usually find that the hot-water tap is so 
scnsiuve that the least touch will cause it to eject a jet at 
scalding temperature Worse, there may be temperature 
changes beyond your control—m the words of Vladimir 
Nabokov, showers have “one defimtely neo-Laodicean 
characterisuc m common, a propensity, while m use, to turn 
instantly beastly hot or blmdingly cold on you, depending on 
whether your neighbour turned on his cold or his hot to 
deprive you of a necessary complement m the shower you had 
so carefully blended ’’ 

It IS argued in favour of showers, first, that they use up less 
of the commumty’s water than a tub bath—an assertion that 
I disproved by taking a shower m a tub with the plughole 
plugged and findmg the water near to overflowang long before 
I had fimshed, and second, that you get cleaner than you would 
m a tub, situng m water that gets dirucr and diruer There 
may be some truth in this, if you are really dirty—after, say, 
shovelling a couple of tons of coal from one bunker into 
another, but then not many Americans arc often in this 
predicament If. however, they come to realise how close m 
comfort coal fires arc to their beloved showers, perhaps more 
of them will be 

• * • 


Some years ago, when vve were workmg vvith rabbits, vve 
injudiciousK bought a pair of electnc clippers to facilitate 
cuttmg their hair This apparently put us on the mailmg-list of 
all the hairdressers’ suppliers in Britain, and vve have been 
bombarded and even pursued abroad bv letters containing 
spcaal Easter offers to trade in our worn-out scissors or telling 
us how to get another 3d or 6d on every haircut without having 
to spend any money on extra equipment or supplies We have 
been offered large plasuc sumulators and small rubber v ibrators 
“ Bnng more monev mto the saloon’’ the postcards cry ^ovv 
that our local hairdressers’ charges hav e gone up for the third 
umc in two years, vve arc seriously thinkmg of trving it out 
We have for some time been trimming the hair of our cMdrcn 
witli the rabbit clippers, and have acquired some small skill 
In faa, last week vve mmmed our rather shaggv cocker spamcl 


to pcrfecuon It is only a question of changing ov cr to bigger 
game, and vve have offered, for half the official price, to cut the 
hair of our new graduate assistant m a saloon w c hav c established 
off the feed-room m the animal house 

• • • 


I now have no doubt that a country cottage is the best 
antidote to a consultant’s life in a large industrial city 
Stepping ov er the threshold seems to induce relaxation 

It isn’t like the Ritz, and indeed the farm worker viewed it 
as unfit for human habitauon and says that he’s happier in the 
modem bungalow which has been built for him With this 
excuse we have eagerly seized the cottage, and put it into good 
shape, mainly w ith our ovvai hands It is timbered, black and 
white, and built about 1640, and the presence of clcancity 
enables us to rough it with electric blankets and other comforts 
when necessary So far only one thing has marred it The 
mental tranquillity of the Sunday has sometimes been replaced 
on the Monday morning, during Outpatients, by a humiliating 
looseness of the bowels 

I had thought of consulang i psychiatrist, as it seemed an 
obvious escape mechamsm, symbolising an unconscious desire 
to tid myself of the humdrum of routine work But serious 
consideration will now have to be given to an alternative 
diagnosis I’ve just discovered that there is a dead horse in 
our water-supply 

• • • 

Driving home on my weekend off, I vvas stopped by a herd 
of cows After ten mmutes of stopping and starting I began 
to infiltrate The occupants of two cars going the opposite 
way looked at me rather oddly and one shouted something 
which sounded rude, but vvas unfortunately umntclligiblc 
I stopped to allow a large bull to move out of the way and then 
started again The car jolted, shook, and stalled A large 
pothole, I thought—strange I hadn’t noticed it I started 
agam, usmg the accelerator more strongly, the car rocked 
violently and stalled again It had never behaved like tlus 
before, it felt ahvc At that moment a soldier in an army 
truck chmbed down and came to my window “ Excuse me, 
miss,’’ he said, “ but did you know—cr, can I help you—you 
have a cow in your back bumper ’’ 

• • • 


In the course of moving house m a northern purse-sparing 
commumty, I had to throw out a cupboard-full of old and more 
or less mutilated medical journals My wife offered some 
samples to the local fishmonger I am sorry to report mat 
The Lancet came out of this test badly “ Nac, nac, the paper 
is o’er absorbent, and moreover the reading matter is tw 
mteUcctual for most of my customers ’’ However f ^ 
sister journal vvas accepted with gratitude " They 11 do iin , 
good waterproof paper and plenty of intcrcstmg pictures, 
some in colour forbye ’’ 

• • • 

The formal adverusement for an exchange 
you carry this week is the outcome of my dream of fi"^ ^ 
way to get out of my routine life and to spend a «bbatiml^ci 
m Lme%otally different environment My practice is m mial 
Western North Dakota where there is „ 

oil dnlling, and Amencan Indians ' f ^ ,j,e 

70 miles away and tlic nearest hospital 32 miles I h 
rather large investment of a 5-bcdrTOm 
clinic (surgery) (X-rav, E C c , lab , &c ) wi , ^ Qrcat 

on ov er 4500 people Now there must be some ^octo O 

Britain, like me, m his late thirties who the 

and commitments and investments, who had hu , 

grindstone since he left hospital work and h.s 
training, who has been seeing the ^ mm I 

out until he wonden where it is cover 

would like to step into mv shoes, and 1 " ^lappv acd 

his praaicc He could make my toilv j,,in^lf with an 

at the same provide h.s own famiK and himsell 
interesung opponunity for educational s 

I wonder if I am your first pcnpatcuc advertiser 
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Letters to the Editor 


" THEY NEVER TELL YOU ANYTHING 
SiRj—“ Of course, they never teU you anything in 
hospital ” IS, as Dr Donaldson (Nov 26) points out, 
a common remark of those who leave hospital, and is used 
by him and often by others, wntmg to the newspapers, as 
a suck to beat the hospital staff Yet I thmk there are very 
good reasons why this statement, so often made, should not 
be taken at its face value, because I have long been 
mterested m trymg to find out exactly what it is that the 
paUent has not been told It is a most mterestmg aspect 
of the whole subject of doctor-patient commumcation, and 
considenng how much the commumcauon from patient 
to doctor (i e , the evaluation of symptoms) is discussed 
It IS odd how httle attention is paid to the process m the 
opposite direction, the process of explanauon, and how 
often It fails completely 

One finds this when one talks to patients after their return 
home from hospital Most people are only too wilhng to talk 
of their operanon, and while they often preface their remarks 
with “ of course, they never tell you anything m hospital ”, it 
becomes obvious as they go on that, m fact, many people have 
taken great pams to tell them a lot These patients certainly 
have no mtennon of telhng a direct he and would be horrified 
if they thought their remarks tmphed adverse cnucism they 
are generally grateful and “ of course, the doctors and nurses 
were all marvellous ” These same people with equal inn ocence 
often attribute to me, or my partners, remarks which we never 
made, and it must be famihar to all of us to hear with horror 
and wonder the things we are supposed to have said, that 
memngius is due to thinkmg too hard, that someone is thin 
because threadworms eat up all their food, or that if the sw elhng 
of the ankles spreads up to the body the heart tvill stop All 
these remarks have been attributed—mcorrectiy, I may say— 
to myself, and by pauents who bear no antagomsm and have 
no wish to slander me This is just another example of failure 
of commumcauon 

This failure anses chiefly, I beheve, from faihng to reahse 
exactly how difiicult the process of commumcauon is, and that 
to most paUents the simplest fundamentals of anatomy and 
pathology are as obscure as the fundamentals of an electromc 
computer are to me It is not a quesuon of mtelhgence, but of 
famihanty, and our constant day-to-day preoccupauon with 
medicme dulls our appreciauon of the obscurity of that diagram 
of gallbladder and co mm on bileduct which we draw to 
eiqilam to our pauent his pam and his jaundice Try and 
imagme a techmcian drawmg a diagram to explam why your 
electromc computer can’t add two and tivo when you don’t even 
know what an electromc cell is 

This is only one aspect of the subject Failure to discover 
and deal with hidden fears is another Even more important 
perhaps, we may forget how much of hospital routme we take 
for granted—the mtravenous dnp, the tube up the nose, 
^J^tvauon before operanon, the white sheet on the abdomen 
that must not be touched, pubic shavmg, the first sight of a 
gleammg Boyle’s machme, the unannounced techmcian with a 
10 ml synnge, the groans of the chap m the next bed, just back 
from theatre who sounds as if he is m agony even if he isn’t 
Very often the “ anythmg ” that “ they never tell you ” is the 
rounne happerungs of the ward, because to the staff it is 
ordinary common or garden dull routme—routme to the staff 
but a new and potenually terrify mg senes of expenences to the 
pauent 

Finally there is the posmve desire not to imderstand, m 
order to preserve at all costs the magic of the hospital so that it 
work miracles if miracles are necessary This most 
certainly exists, though it is too large a subject to expand on 

ere It IS common m the elderly and it does explam why the 
remark “ they never tell you anythmg ” is so often voiced, not 


as a grumble, but with positive pleasure and as a mark of 
gratitude for services rendered 

Thus there are good reasons for behevmg m the first 
place that the remark “ of course they never tell you 
anythmg m hospital ” is just not true m its hteral sense, 
and m the second place that simple measures like allottmg 
to student, houseman, or registrar the job of “ telhng the 
patient, in simple lay terms ” yviU do httle to overcome the 
frequency with which the remark is heard 


Wantage, 

Berl.^ 


I S L Loudon 


Sir,—D r Donaldson oversimplifies the problem of 
telhng paaents about their illnesses when he says “ some¬ 
one ” should tell “ every patient ” before leavmg hospital 
what IS xvrong with them He is dogmatic m impljang 
that this IS necessarily an important part of their treat¬ 
ment, and, I suggest, rmsgmded if, m this context, he 
agrees with Emerson that “ knowledge is the anudote to 
fear” 

Like many housemen, I have been that “ somebody ” 
for a y'ear now I regard explanation to patients as, m 
large part, the houseman’s responsibihty and have tned 
conscienoouslv to deal with the problem, but I don’t 
think I have evolved any saosfactory method 

Even with non-mahgnant disease it is far from easy 
While agreemg with Dr Donaldson that, too often, a 
patient is given madequate information, it is remarkably 
difficult to explam to a layman anything except the 
simplest of diseases On many occasions the consultant, 
the registrar, and I have given careful explanauons to 
paaents, only to find by the quesaons asked later that 
virtually nottog has been grasped of what has been said 
Mahgnant disease presents an even more difficult 
problem Some paaents undoubtedly wish to know what 
IS wrong with them no matter what the imphcauon 
Personally, I thmk this a comparaavely small proporaon, 
but they should be told Others show by their discussion 
both with doctors and nurses, or by their avoidance of 
discussion, or refusal to face up to manifest evidence of 
physical detenoraaon, that they do not want to be told 
anythmg I have seen the personahaes of such paaents 
dismtegrate at havmg unwanted explanaaon thrust upon 
them Others purport to want to know, but, by the way 
they word their quesaons, do not want the truth How 
else can one mterpret the quesaon “ I haven’t got 
cancer, have I doctor ’ ” Is the correct reply to this 
“ yes ”—however circumlocuted ’ It is simply not true, 
m my expenence, that “ very seldom wiU a ‘ white he ’ 
have to be told ” to a paaent It is necessary qmte often 
Te llin g paaents about their illnesses is not something 
that can be managed by any rule-of-thumb Human 
bemgs must be judged mdividuaUy Accordmg to the 
abdity of the doctor to do this asmtely, so will he be 
able to deade on the form of explanaaon suited to each 
paaent 

London, W 1 SIDNEY CROWN 

DRUG DOSAGE FOR INFANTS 
Sir,—^Y our annotaaon of Oct 29 drew attennon to a 
formula based on surface-area The method, which 
mvolved the calculaaon of the 0 7 power of the weight m 
kilogrammes, was said to be “ both convement and 
accurate ” Before we all rush for logarithm tables and 
sbde-rules, it would be as well to examme these claims 
The com enience of a method is alwajs a matter of opimon 
I venture to suggest that the use of a nomogram has much to 
commend it (Incidentally, poor mathemaucian that I am, to 
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my humble reckoning (kg) ° " consistently comes out to 
10 times the right figure As regards accuracj, this raises 
several important issues What degree of accuracj is neeessarj 
when prescnbmg for children ^ Is the danger one of giving too 
much or too little ^ Docs it matter, for instance, if a child with 
a surface area of 0 4 m- (18 lb ) is admmistered the dose 
appropnate for a 0 5 m' (24 lb ) ’ Ought we to correct for the 
fact that average household teaspoon holds 1 ml more than the 
apothecary’s ? Should we msist that amounts left on the spoon, 
in the glass, and down the bib are accurately measured and 
replaced ’ 

Most pxdiatncians will concede that such accuracj is 
unnecessary Children have a generous margm of tolerance 
to drugs Most three-year-olds tolerate, and indeed need, 
adult doses (e g, antibiotics, anu-histammes, steroids, vita- 
mms) and some require even more A SL\-year-old 0 8 m” 
enurcdc may sleep heavily on 20 mg of amphetanunc, 
whereas the average adult hes awake on a quarter of this 
dose The 0 25 m" baby and the 2 5m adult are sedated by 
the same dose of phenobarbitone Even with drugs to which 
infants are particularly suscepuble (eg, morphine, aspirin, 
iron) a 20% error either way will probablj have little ill-effect 

There can be no subsatute for experience m prescnbmg 
an effective and safe dose of a particular drug for a 
particular child with a parucular disease Much as I 
condemn formula: for this purpose, my solution to the 
problem of the new or doubAl drug is to regard the 
adult dose appropnate for 100 lb and to extrapolate 
accordmglj'—a method which shows surpnsmg approxi¬ 
mation to the surface-area scale and engenders the 
comfortable feehng that the amount admmistered will be 
safe if not effective 

Students are sull taught one or more of the many 
formulae devised for the calculation of drug dosage for 
infants and children Their mulaphcity is good evidence 
that none is satisfactory The addiuon of yet another 
formula cannot detract from the wide vanations of 
children in their reacQon to drugs as compared with 
adults The only answer is never to be far from a com¬ 
prehensive set of dosage tables There can be no such 
thmg as a satisfactory formula 

London, S E 1 HERBERT BARRIE 

CANCER OF THE (ESOPHAGUS 

Sir,—I was interested m the article by Mr Greemng 
and Mr Ramsay (Nov 19), and I should ihkc to support 
their contention that an mdvvelhng tube left m the 
oesophagus to traverse a malignant structure, m moperablc 
cases, should be of the largest possible bore so that the 
pauent can sw allow semi-sohd food rather than fluids only 

I cannot help thmkmg, however, that the tube and 
apparatus which thej described, and illustrated, is un- 
necessarilj comphcated, when there is, m general use, the 
excellent Alousseau-Barbin tube which fulfils all their 
requirements Furthermore, the fact that this tube is too 
large to go through the ocsophagoscope does not mean that 
It cannot be insened through the mouth, and I should 
like to descnbc the method which, of late, I have found 
to be simple and effccuve 

An ocsophagoscope is passed, under general anastheue, and 
the site of the growth is noted accuratelv and the stneture 
dilated with bougies to the mxvimum size A fairlj small 
gum-clasuc bougie, sav size 8, is than passed through the 
stricture and left in position while the ocsophagoscope is with¬ 
drawn A Mousseau-Barbm tube is then cut shon at such a 
pomt that when the funnel-shaped upper end is engaging with 
the top of the growth it is known that the cut lower end will be 
in the stomach (casilj assessed with the knowledge of the site of 


the growth) The cut end should be clean and smooth This 
prepared tube is then threaded over the inljing bougie and 
pushed down mto the hj-popharjnx with the finger A small 
ttsophagoscope is then threaded over the bougie imtil its 
low cr end engages within the funnel end of the tube One then 
mcrelj pushes the tube down with the ocsophagoscope, ind it 
IS guided through the previouslj dilated stneture along the 
indwelling bougie Whea the appropriate distance has been 
reached—and this can be reid off on the graduations on the 
ocsophagoscope—the mstrument ind the bougie arc removed, 
leavmg the Mousseau-Barbm tube in posinon 

Pauents who caimot be trcited this waj are those in 
whom It IS impossible to find a way through the growth 
with the minal bougie As a rule this difficulty is only met 
when the growth is at the lower end of tlie oesophagus 
or the cardia, and m my expenence a lot of these growths 
reqmre an exploratory thoracotomy to demonstrate 
moperabihtj', and the tube can be inserted via a 
gastrostomy on these occasions 


Park Hospita], 
Dav'yhulme Urmsion 
Manchester 


John Dark 


POSTPARTUM PRE-ECLAMPSIA 
Sir,—I read with interest the aruclc by Flight- 
Lieutenant McFadyen (Nov 5) and Mr Sophnn’s 
comments (Nov 12) It is unfortunate that no description 
of the placenta was included, for I beheve the placenta 
IS the key to the cause of postpartum prc-eclampsia 


Separauon of an mfarcted placenta is likely to be Jess 
complete than that of a healthy placenta, because fngments of 
the fresh friable infarcts tend to break off Unlike healthy 
placental ussue or membranes, whose retention m the uterus 
causes hxmorrhage or sepsis, red infarcts arc partly protcolj'scd 
and so comparauvcly absorbable When absorbed into the 
maternal circulation they constitute “ foreign ” stress-produc¬ 
ing material, which is nephrotoxic and causes toxaemia— 
albuminuria, ohguna, renal isdixmia, and hypertension—or 
accentuates cxistmg toxxmia, or leads to a recrudescence of 
toxaemia some days after the death of a foetus retained in utvro 
The rate of their absorption depends on the pumping acuon of 
uterine contracuons, and the intensity of the toxaemia that 
results is propoitional to the uterine acuvity (and also to the 
quanuty and condiuon of the infarct material retained in 
utero) 

This explanauon offers a different mterpretauon, but con¬ 
forms with the statement of Mr Sopluan thit “ the contracting 
postpartum uterus prov okes renal ischaemia ” The contracting 
intrapartum uterus also docs so Ergomctrinc, too, increases 
uterme acuvity, accelerates absorption, and (as Flight- 
Licutcnant McFadyen menuoned) aggravates the toxxmia 
The great mcrcase m maternal cortocostcroids, correalj stated 
by IVIr Sophian to be a non-csscnual part of the pre-cclimpuc 
rcacuon, is probablj provoked by the entry of “foreign” 
placental products durmg and after labour, when the uterus is 
most active The coexistence of red infarcts and albuminuria 
was observed many years ago by 1 oung,* and absorption from 
them of nephrotoxic material stems a more reasonable cxplana- 
uon of toxxmia than uterine stretch 

Thus, although the incidence of eclampsia reaches us peak 
dunng the hours of labour (fully 30", of cases occurring then) 
when stretch and acuvity of the uterus arc both at their height, 
severe toxamua or eclampsia may accompany the birth of a 
small, very premature babv—when the uterus is active but has 
been little stretched—or it may follow the birth of a baby by 
fully a day or two, when the uterus is sull acuv c but has cca cd 
to be tensclv stretched 

Inability to cxplam postpartum toxxmia and edamp la tias 
been a maior obstadc to die acceptance of pre- lous thconrt 
about the cause of eclampsia Various worlcrs ha e name 
various faaors as specific causes My own nominee 


l you-g J /v« R s I fUJ I9N 7 307 
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placental hormones,* but 1 believe these are only one important 
faaor Toxaemia results from the mterplay of vanous factors— 
extnnsic (diet), mtnnsic (hypertensive, renal), hormonal, 
mechamcal, and infective—^which lead to vasospasm and 
infarcnon I have described * the pre-infarct and post-mfarct 
stages of toxamia, and postpartum pre-eclampsia is, I beheve, 
a normal part of the latter stage 
R«dmg K D Salzmann 

TUBERCULOSIS NOTIFICATION 
Sir, —^You quote (Nov 5, p 1036) from the Registrar 
General’s commentary the offiaal figure for tuberculosis 
notifications m 1949 as 50,000 and for 1958 as 30,000 
On paper this looks very good and m fact would be good if 
1958 were a true figure You have previously pubhshed from 
me endence that when the number of attested (tuberculm- 
tested) cattle mcreased, human tuberculosis also mcreased, and 
this apphes to both pulmonary and non-pulmonary tuber¬ 
culosis 

On Oct 1 this year the whole of Great Britain was declared 
free of catde tuberculosis so that durmg 1949-58 eradication 
of catde tuberculosis was m its final stages 
Also dunng this period I suspect that the offiaal figure was 
not correa I remember a report from Hampshire of pulmonary 
and non-pulmonary tuberculosis m the same house neither 
case had been offiaally notified 1 suggest these are not isolated 
cases 

My opportunity of finding such evidence m a smallish 
veterinary practice is hmited, but 1 will hazard that if all the 
mdividuds with tuberculosis were enumerated the 30,000 
would be very near 100,000 

High Wycombe, Bucks L PITCHER 

WORKING WIVES—AND THEIR CHILDREN 
Sir, —I have almost completed a review of the subse¬ 
quent careers of the Oxford women medical graduates, and 
the findmgs are somewhat disturbmg 75 of the 93 women, 
who graduated between 1941 and 1950, have married Of 
these 75 married women, 32 (43%) are pracnsmg between 
half and full time, 15 (20%) are pracnsmg less, and 
usually much less than half-time and the majonty of these 
are anxious to spend more time m medicine, 6 (8%) are 
not pracnsmg and have no desire to resume, while 22 
(29%) are not pracnsmg but are very anxious so to do 
on a part-time basis 

Accordmgly about half of these married women seek, 
but are unable, to contmue the career for which they 
named It would take too long to set out all the factors 
which cause this situanon, and although it is true that 
lack of domesnc help, mcome-tax laws, and the husband’s 
occupanon all play their part, yet the pnnapal factor is 
the unwiUmgness of hospital authonnes,^ medical officers 
of health, and general pracnnoners, to accept women m 
half-time posts Unless the Mimstry of Health ran mduce 
a change of heart on this pomt, it would be wiser, from 
the pomt of view of the nanon’s economy, if the admission 
of women to medicme were severely restricted, as the male 
wastage is so much less On the other hand, they arrange 
thmgs better m many European countries, where married 
medical women have no difficulty m obt ainin g satisfactory 
posts on a part-time basis 

The situation with regard to those who graduated prior 
to 1940 IS rather different as a far higher proportion have 
remamed smgle, for as one of them wrote “ my generation 
of medical w omen were brought up nather to receive nor 
oxpect to receive an> speaal consideration because we 
yvere women The present generation takes it for granted 
2 Salimiim, K D Lan it, 1955 u 953 

K D Aetiology and Arrest of Pre-eclampnc Torgmia with 
liarlj Ambulant Treatment London 1960 


that medical practice can be arranged around the life 
domestic ” 

My advice, based on this study, to the woman medical 
student who wished to combme medical pracnce and 
matrimony would be a vanant of that given by the oracle 
of Bouvene Street, “ Don’t get married until you have 
estabhshed yourself m medicme, marty a doctor and 
obtam long leave, but don’t resign your post while havmg 
a baby, and thereafter only work half to three-quarters 
time, alternatively go abroad to a country (there are 
several) where domestic help is plentiful ” But Cupid is 
notoriously deaf to sage advice 


The Radcliffe Infirmary, 
Oxford 


A H T Robb-Smith 


MODERN CLINICAL BIOCHEMISTRY 
Sm,—^As head of a department which produces bio¬ 
chemists I should like to comment on the recent letters 
by Dr Hendry (Oct 29, Nov 19), Dr Woolf (Nov 12), 
and others 

At the present time the demand for biochemists with 
saence degrees greatly exceeds the supply Of the vanous 
pbssible sources of employnlent the Nafaonal Health Service 
offers a reasonably good finanaal mducement to the 
young saentist, but m my expenence it is exceedmgly 
difficult to persuade saence graduates to accept posts m 
hospital biochemical laboratones One of the things which 
deters them from entermg the hospital service is the 
feelmg that they wiU, be regarded by their medical 
colleagues not as professional saentists and imiversity 
graduates but rather as subordmates m the mtellectual, 
econormc, soaal, and professional category of techmaans 
and medical auxihanes That these fears are not without 
jusnficanon is v'ery beautifully illustrated m the unfor¬ 
tunate letter of Dr Osborn (Nov 5) It is true that 
saence graduates express fewer misgivmgs about entermg 
the biochemical laboratory of a large teachmg hospital 
where they are under the control of a professional bio- 
chenust as head of a department, but it is becommg 
mcreasmgly difficult to persuade them to work m the 
smaller hospitals where aU the laboratory services are 
grouped under a non-biochenucal pathologist 
One disturbmg result of this attitude is that the best 
saence graduates tend to shun hospital employmeht—it 
IS very rare for a first-class honours man to enter a hos¬ 
pital laboratory The consequent flow of a number of the 
less able graduates to the hospitals is apt to give the 
medical staff a less favourable impression of the usefulness 
of saentists m them midst than they might otherwise 
gam And so the viaous cycle begms 

There is no doubt that the best trammg for a hospital 
biochemist is an honours saence degree m biochemistry 
supplemented by a medical qualification, but such a 
tr ainin g is lengthy and only a few students (about two 
per > ear m Glasgow) are wiUmg to face it The basis of 
the biochemist’s training must be chemical whereas that 
of the pathologist must be medical, but the biochemist 
at the end of his trammg must be able to discuss problems 
of mutual mterest for the patient’s welfare with his patho¬ 
logical colleagues as an equal and not as a subordmate and 
he must hav e direct access to the clmiaan m charge of the 
patient This is not merely a matter of professional pnde— 
It is the only way to encourage the ablest biochermsts to 
enter, and to remam m, hospital work 

It may be admmistratively untidy to have the bio¬ 
chemical laboratory of a hospital separate from the patho¬ 
logical laboratory which covers morbid anatomy, baaeno- 
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logy, and hTmatologj', but it is beconung more and more 
obvious that such an arrangement is essennal for the good 
of the pauent m any large up-to-date hospital which 
expects good service from a competent staff In those 
hospitals where this system operates, the results amply 
reveal its jusufication 


Department of Biochemistry, 
Um\crsity of Glasgow 


J N Davidson 


Hl'ALINE MEMBRANE FOLLOWING TOTAL BODY 
RADIATION 

Sir,—^A ccording to the preliminary commumcauon in 
The Lancet of Nov 5, pauents with far-advanced mahg- 
nanaes have been subjected to total body irradiation for 
an experimental purpose, and one not related to their 
disease 

The effects of such irradiation are severe, and, at the 
dosage mentioned, lethal 

I think these circumstances ought to be remarked, 
particularly as you ignore them in your editorial comment 

Manchester J D DOBBIE 

We showed Dr Dobbie’s letter to Captain King 
and his colleagues and their reply follows —^Ed L 


support to those who have for a long time advocated the 
abohuon of the existing law Its background and its cflcas 
were fully discussed three jears ago * On that occasion 
Batchelor reported on the way the problem is dealt wath m 
Scotland where smade and attempted suicide arc not 
cnminal offences 

Dr Ahrenfeldt’s letter (Nov 19) about the attitude of 
the Church to siuade contains no reference to the recent 
report by a committee set up at the suggestion of the 
Archbishop of Canterbury for the purpose of examining 
the law of suicide “ The first of the four recommendations 
made by this committee was that attempted suiade should 
cease to be a criminal offence 


The Unuersiti, 
ShefBeld 


E Stengel 


CIGARETTES IN HOSPITALS 
Sir,—S ome hospitals issue pamphlets about the risks 
of cigarette smokmg, and many of their doctors, even if 
they can’t stop the habit themselves, advise patients not 
to start Is It not time that these hospitals reversed their 
illogical decisions to provide cigarette vending machines ? 

Middiescx C ALLAN BiRCH 


Sir,—W e should like to make the following points and 
perhaps clear up this misimderstandmg 

(1) Except for one (who had a kidney transplant) all patients 
selerted for this form of therapy had disseminated malignancies 
Convenuonal therapy had failed m these patients and localised 
radiation therapy revealed some degree of radiosensiuvity 

(2) The observations on human lung were incidental to and 
not the purpose of the therapy 

(3) As you will note, the operative mechamsms of plasmin 
inhibition following total body radiation were worked out m 
dogs, not humans 

(4) As a result of extensive investigations on the subjea of 
total body radiation m animals, the serious effects m the unsup¬ 
ported subjea arc well appreciated at the National Naval 
Medical Center, Bethesda 

(5) The efficacy of total body radiation will be presented in 
detail in a future pubheauon 

William H Fleming 
Jeno E Szakacs 
Thomas C Hartney 

us Naval Hospital, tj tj ITtvt,- 

Bethesda, Maryland ^ IXING 


SUICIDE 


Sir, —^The changes in the law of siuadc foreshadowed 
by a report from the Cnminal Law Revision Committee' 
will be welcomed by doaors, magistrates, and pobcc 
officers ahke It has long been recogmsed that the cxisung 
law has no deterrent cffca and creates a great deal of 
distress Frequently it makes treatment more difficult b> 
causing patients to deny suiadal intcnuons for fear of 
prosecution Bnngmg a person wno has attempted siuadc 
before a court and placing him on probauon under the 
condmon that he receives psychiatric treatment is quite 
unnecessary There is no reason whatever why England 
alone of all countries m the world should require spcaal 
legal provisions, outside the mcntil-health Icgislauon, to 
make people in distress accept medical and soaal help As 
Dr Casson (Nov 5) referred to my studies on attempted 
suiade, or rather to a brief second-hand report of my 
studies, I wash to state that m\ observanons ' ’ lend strong 


Cnimnil Lai' Rension Comnittee iccond repo-! (Smade} H M 
sirj^rTTomrc, 1960 SeeLcn.e Oc* 29 1960 p 976 
Sten!:el,E.,Coolt N G Atic-iptcd Siuadt Lo6doi, 1958 
StSItl: E. Midi'cleielJ 1959 27 114 


ADMINISTRATION IN MENTAL HOSPITALS 


Sir,—T he Mental Health Act makes it quite clear that 
the responsible medical officer is not responsible or 
answerable for the patient’s treatment to any other doctor 
Therefore, in answer to Dr Falla (Nov 12), I would 
say that I do not need to know anything about those 
pauents which arc not directly under my personal care 
Hypothcucal cases make bad laws, but it follows from 
what has been said that, as medical superintendent, I 
would know nothmg about the aggressive psychopath 
mentioned, and therefore the consultant, and he alone, 
would be called upon to give an explanation of the action 
of his pauent 

I would, mdeed, say that treatment includes control of 
freedom, prescription of socnl and occupational activiucs, die 
amount of pocket-money that a patient is allowed, and mmy 
other sumlar things, but that the actual prescription of these 
thmgs will vary from panent to patient according to the 
judgment of the responsible medical officer Nevertheless the 
medical superintendent being responsible for the efficiency 
of the whole hospital, and not only for the efficiency of his 
own team, has to see that these things arc available for 
“ presenpuon ” Also he is responsible for coordinating and 
controllmg nevv ideas and requests coming from the teams 
so that chaos docs not ensue It is also his job to see that all 
suggesuons for improvement in the clotlimg of pauents, the 
standard of catering, furnishing, and architectural improv cment, 
lengthening of visiung hours, or anythmg else that is agreed 
upon at the weekly senior-staff mecungs arc carried out for the 
benefit of all the teams All the new ideas coming out of the 
senior-staff mectmg will then be put into practice satisfactorily 
throughout the hospital and implemented after any necessary 
consultauon between the medical superintendent, chief male 
nurse, matron, and hospital secretary 

I thmk this really answers Dr Bardon (Nov 12), for it will 
be seen that a medical superintendent responsible for the 
cffinency of the whole hospital docs not in anyway impair 
the freedom of the clmical teams In any event, Dr Bardon 
has misread the Act The Aa has notlung to say, eiihy 
specifically or implicitly about how a hospital is adminstere ^ 
His idea of an cleacd chairman might well vvorl and b'CO'^e 
the pattern of the future, as I suggested m my first letter 
But in my view most mental hospitals at Pr^'^ru^^ll^ecd a 
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medical superintendent vriio directs the hospital as a whole and 
who has powers, not to interfere m any wav with the treatment 
of a patient, but to interfere in matters of administration and 
disaphne of medical and nursmg staff if, m his opimon, their 
acnon might be senouslv detrimental to the harmom of the 
hospital For such decisions he should be answeraole to the 
hospital management committee or the reponal hospital 
board who appomt him and not to his colleagues 
Evolution IS much better than revolution and my 
feeling is that Dr Bardon and manv clmical psvchiatnsts 
express their news so radically and so forably that I 
suspect that powerful unconsaous monves mav be at work. 
Fmallv we should not slanshly foUow the general- 
hospital pattern of administration It too has its faults. 


The Towers Hospio] 
Hemberstone, Leicester 


H B Kidd 


PROGNOSIS AND ANTICOAGULANT 
PROPHYLAXIS AFTER CORONARY 
OCCLUSION 


Sir,—^L ike Dr Byron Evans (Not 26), many of us are 
grateful to Professor McMichael and Dr Parry (Nov 5) 
for quesnomng the value of long-term anticoagulant 
prophvlaxis after cardiac infarction It is dangerous, and 
cannot but be tedious except for a hvpKichondnac 
It would be a pity, however, if there were a premature 
reaction, provoked by ann oyance with opmionated but 
inadequately informed patients, ag ains t its use m the 
first few weeks after an infarction. Man y obsen ers beheve 
Its use m this period to be vitaUy important 
We are thankful for iconoclasts like Dr Bvron Es’ans 
If too inflex ible, however, they are m danger of gertmg 
cut off by the ode of progress 


Bartcn-cn-Horsberj 

Lies 


SHF Howard 


SHINGLES AND CHICKENPOX 
Sir,—^I think the foUowmg case shows that the relaoon- 
ship between these condioons is not necessanlv mdirect, 
as Dr Ball (Nov 19) suggests, and that an mtermediate 
host mav not be required 

A voung woman was admitted under mv care m 1955 to the 
Bnash Mflitarv Hospital at Rmteln, BA-O R, with herpes 
zoster of the ophthalmic division of the left tngemmal nerve, 
causmg severe conjunctivitis and keratitxs Because her 
husband was asvav on a miUtary exercise, she svas admitted 
With her i nfan t aged six months Fourteen das s later, the baby 
developed chickenpox, and I think it reasonable to assume that 
TOatact here was direct, smee they were nursed m an isolation 
ward. 


MEitar- Hospi.al 
CoU-Htc- 


H Foster. 


respiratory obstruction due to 

FAULTY ENDOTRACHEAL TUBE 
—^I was mterested to read the article of Oct 1 by 
Dr Pryer and his colleagues I hate twice encountered 
tee accident they describe, and I think it is important that 
It should be mentioned m the textbooks The story m the 
two instances I mention was the same—a sudden onset 
of complete obstruction m a previousls uneventful 
^ossthenc. Fortunately m both cases I was called before 
2 fatal outcome, and by d eflatin g the cuff completely, 
relieved the situation When the tubes were examined 
subsequently, it was found that there was a “ hernia ” m 
me cuff on the side opposite the side of the bevel 
When I am teac hin g I always mclude this among the 
oompheanons of endotracheal mtubanon I think that too 
^saall a tube, and o\ ennflanon of the cuff are the preapita- 


tmg causes, and if the tube is appropriately chosen and 
the cuff just adequately inflated, this acadent should not 
occur 


Bfisbaag Hc?spit2l 
Bnsbane. 


Ruth Molphy 


CHEST X-RAYS AND RADIATION H.AZ.4RDS 


Sir, —I write m complete agreement with Dr Beres- 
ford’s letter of Nov 26 I should hke to enlarge upon his 
condemnation of fluoroscopy sessions as a means of 
diagnosmg earh p ulm onary tuberculosis This method 
IS soil adopted at certam chmes m preference to a chest 
X-ray I have long felt that fluoroscopy for this purpose 
IS entirely unjustified, not onlv, as Dr Beresford piomts 
out, because the amount of radiation at each exammation 
is substannallv greater than the controlled dose given 
by radiography, but because there is no permanent 
record which could be of great assistance later Further¬ 
more, I has e tested the method mvself by screening a few 
patients whose chest X-ray^ showed a minimal tuberculous 
lesion and found that, even after adequate accommodation 
to the darkness (ms dav and mght snsion is perfect), I was 
qmte unable to detect these lesions on fluoroscopy And, 
of course, I did know where to look, basing first seen the 
chest X-rav 


Berw Airovr HoTjaal, 
Daxtfo*^ 


M O J Gibson 


HYPERSENSITTMTY TO AULK ANT) SUDDEN 
DEATH IN ESTANCY 

Sir, —^The team of workers who have produced, m your 
issue of Nov 19, such a consmemg solunon to the ms siery 
of sudden cot-death m infants are to be congratulated 
That these tragic deaths may result from the aspiration 
of cow’s milk durmg sleep m a child who is already 
sensitised to the protem m the milk is, as they emphasise, 
a vahd reason for encouragmg breast-feedmg wherever 
possible Those of us who snll behes e that breast milk is 
the onls proper food for the healthy babv will be glad to 
have such strong support for our behefs at a tim e when so 
much IS written m defence of artifiaal feedmg 

Inevitably there will be occasions when breast-feedmg 
IS impossible, and then we must be especially careful to 
guard against the danger of aspiration of feeds 

In the past, m mv opimon, far too much stress has been 
put upon the dangers of suSbeanon. This is perhaps the 
reason whv the nursmg of infants m the prone or serm-prone 
posinon has not been more svidely practised Provided the 
babv hes upon a firm mattress TCitf-ou^ a pillow, his nose- 
clearmg reflex ensures that his head is always turned to one 
side. Lvmg m this position regurgitanon becomes almost 
impossible, and, if it should occur, the milk is possetted 
harmlessly upon the sheet. 

Premature babies regurgitate more easdv than full-term 
infants, and some experienced nurses have learned to over¬ 
come this tendency bv nursing them m the prone position. 
And the radiologist can demonstrate that the one position m 
which the infant cannot regurgitate an opaque meal is serm- 
prone on his right side. 

Inadentallv, this is a much more effecuve wav of posturmg 
the infant svith cardiochalasia or hiatus henna, pamcularls if 
the infant is tilted bv raising the head of the cot on 18-mch 
blocks 

Lcndcn, N W3 K. J K BROW\ 

Sir, —^Usmg the gmneapig, an animal well knosvn to be 
pecuharls immunologicallv fiagile. Dr Camps and his 
colleagues (Nos 19) base nesertbeless demonstrated 
as close an analogous pathogenetic explanation of the 
“ cot-death sjmdrome ” m infants as we are es er hkels to 
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treatment under the Nauonal Health Sertice Mr Powell 
In 1959, 1503 aliens were reported as entering, or attempting to 
enter, this countrj for medical treatment 6 of these were 
refused entrj Steps were taken to ensure that the remainder 
paid for the treatment Mr Evans Will the Mimster assure 
the House that in this matter he will follow the policj of all 
those Ministers who hate held office since the inception of the 
National Health Service scheme ’ Will he refrain from looking 
at this matter from a narrow nationahstic point of \iew or with 
the idea of making pettj economies ’ Mr Powell This thing 
IS an abuse However relautelj small the cost, it ought, so far 
as IS practicable, to be prev ented There has been no difference 
in polict in this matter since the original Act 

Air Michael Foot Is the Mimster aware that when the 
service was first introduced the idea of giving treatment to sick 
foreigners was not regarded as an abuse but that we gloried 
in It ’ Mr Powell There has net er been an> question of 
persons from abroad who fall sick in this country receiving 
attention under the National Health Service That has not 
been in question from either side of the House But it is not in 
accordance with the intention of the Act that ahens should come 
to this countrj for the purpose of getting treatment under the 
Act 

Remploy and the AIcntally Disordered 

Lord Stonhaju asked H M Government if, in areas where 
suitable facilities were available, it would be possible for 
Remploj to act as agents for local health authorities in dis¬ 
charge of tlieir responsibilities under the Mental Healtli Act, 
to provide traimng and occupation for the mentally disordered 
—The Earl of Dundee, the Minister Without Portfolio, 
replied My Lords, Remploy already provide emplojment for 
a number of mentally disordered persons The company will 
continue to consider persons handicapped by mental disorders, 
together with other disabled persons for vacancies in Remploy 
factoncs, but it has no power to act as agents for local health 
authorities m the provision of traimng or occupation Lord 
Stonham Is the noble Earl aware that my question invites 
consideration of granting such powers to Remploy’ I would 
ask him to look at this matter again, particularly—having regard 
to the tremendous success of Remploy—with a view to seeing 
whether the Remploj sales organisation could not be used to 
dispose of the products of these centres, and in that waj give 
the mentally disordered people a chance of earmng at least 
part of their living instead of being in merely therapeutic 
centres The Earl of Dundee I am very grateful to tlic noble 
Lord for his appreciation of the excellent work which is being 
done bj Remploy They do employ, out of a total of 6300, 

I think about 500 people who are suffering from various kinds 
of mental or nervous disorders, and in view of the possibilitj 
of some of the persons placed by local authontics in special 
centres being able to go to Remploy afterwards very close 
touch IS mainfuned But that is not quite the same as giving 
the primary responsibilitj to Remploj for the care of mentally 
disordered people Lord Stonham Is the noble Earl aware 
that what I have m mind is that in these local authority centres 
mentallj disordered people will make something and it is 
absolutelj essential tint it should be sold bj a skilled orgamsa- 
uon, otherwise thej wall be at the merej of chantable disposals 
and It will not be a really serious project Would he consider 
tliat possibilitj ’ The Earl of Dundee I gather the noble Lord 
IS thinking of more effiaent arrangements for the sale of their 
products, and I wall most certamlj look into that 

Poliomjchtis Vaccination 

Pohomjclitis vacane is now suffiaentlj plentiful to permit 
vacanation of tliose aged '10 and over who arc not covered bj 
the c-MSting arrangements From Jan 1, familj doctors will be 
able to vacemate anj such person who, thej consider, requires 
this protection 

Children Remanded to Prison 

Dunng the nine months ended Sept 30, 1960, in England 
and Wales, 555 bojs and 23 girls under seventeen jears were 
remanded to pnson instead of being sent to remand homes 


Obituary 


WALTER W'EIR GALBRAITH 
MB Glasg,FRrPS,FRCSE 

Air Walter Galbnith, consulung surgeon to the West¬ 
ern Infirmary, Glasgow, and a former president of tlic 
Royal Faculty of Phj'siaans and Surgeons of Glasgow, 
died on Nov 25 at the age of 71 

Born in Glasgow, he was the eldest son of tlie hte W B 
Galbraith, j p , c A , and a brother of Lord Stratlicljdc He 
was educated at Glasgow Academy and the Lejs Scliool, Cam 
bridge In 1914 he graduated mb from tlic Umvcrsitj of 
Glasgow, and during the 1914-18 war he served overseas as a 
surgical specialist 

On demobilisation he was nppomted to the staff of the 
Western Infirmary in Glasgow and rapidly eirned a 
reputation as a gifted and courageous general surgeon He 
early found his special interest m urologj', and he was 
largely responsible for setung up a department of urologj 
in the Western Infirmary 

He was also active in the affairs of his profession, his 
speaalty, and his medical school In 1949 he was presi¬ 
dent of the Briush Association of Urological Surgeons, 
and the following year he became president of tlie Rojal 
Faculty of Physicians and Surgeons of Glasgow At the 
time of his death he was a vice-president of the Rojal 
College of Surgeons of Edinburgh He was a member of 
the Scottish Health Servnccs Council and for minj jears 
represented the Royal Faculty on the Joint Consultants’ 
Committee and on the medical Whitley Council 
When he retired from practice m 1954 he midc his 
home near Troon There he found much pleasure in gar¬ 
dening and in the sports in which he excelled—golf, 
fishing, and shooting Yet he accepted his leisure as an 
opportumty for further service He conunued ns a mem¬ 
ber of the Joint Consultants’ Committee, as a governor of 
Glasgow Academj, and as a director of the McAIpin 
Nursing Home, and he accepted two new charges in 
membership of the Western Regional Hospital Board and 
of the court of Glasgow Umversity 

A B K writes 

“ Under Walter Galbraith’s leadership the department of 
urology at the Western Infirmary made many contnbutions to 
the advance of surgery Yet he will be remembered perhaps 
more for his generous personality which did so mudi to foster 
a happj rclauonship among the urological departments in the 
city No visitor to his department was allowed to leave with¬ 
out being pressed to see the work of the others He travelled 
extensively at home and abroad with urologists and with gen¬ 
eral surgeons He revelled in compamonship His fncndlj 
interest strcngtlicncd many a joungcr man His blunt but 
kindly cnticism stimulated manj a contemporarj His opin 
ions were often based on emotion rather than on regulations 
Thej were valued for tlicir sinceritj and humanitv 1o ever) 
thing which he did he brouglit an unsurpassed gift for fellow 
ship He will be mourned bj an innumerable companj of 
fnends ” 

S A pajs tnbutc to him as a Scot as vvcll as a surgeon 
“Walter’s shrill and arresting ‘What’’ was lilc a pistol 
shot It was the opening snap of cerebration Bj the time tre 
startled and discomfited colleague had filled diastole vvitn a 
twice-told talc, Walter had formed an opinion—and a sure s ^ 
one at tint Tins idiosvncrasj epitomised much of his cl ar- 
acter Esscntiallj he was a man of business, a man of a ia «. 
but schooled m the discipline of surgerj, and m ms c i 

craft he was a master His outward cheerfulness and boi< 
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bonhomie were perhaps acquired in the interests of his friends 
Behind this carefree style there was the astute brain of the 
relentless Scot—^vigorous by dispositions yet able to carry the 
chains of convention and caution with relish rather than with 
dismay The techmcal precision of the surgical speaahst was 
complementary to the assiduousness of the committee-man 
Purposive, tireless, and intensely patnotic, Scotland was his 
eyne—^and there he brooded hke a golden eagle, jealously 
mamtaimng and defendmg the prestige of mediane in a chang¬ 
ing world ” 

Mr Galbraith is survived by his wife, a son, and two 
daughters 


Public Health 


Foot-and-mouth Disease 
The present outbreak of foot-and-mouth disease ^ contmues 
to spread despite all precautions At midmght on Friday, 
Nov 25, the Mimstry of Agriculture announced that the 
movement of farm animals and the holdmg of markets was 
restricted m all counties of England north of a Ime from 
Bnstol to London, with the exception of Cumberland and 
Westmorland This widespread restricuon was imposed 
because, durmg Fnday, foot-and-mouth had been confirmed 
m Nottmghamshire, Essex, and Shropshire, and the outbreaks 
there could not be connected with any of the earher cases 
By Monday, Nov 28, a 9th case of foot-and-mouth disease 
had been confirmed m the Orkneys, brmgmg the number of 
outbreaks in Scotland to 66 The Umted Kmgdom total was 
then 193 3 more cases were confirmed durmg the day 
So far, the disease has not spread to Eire, but the Depart¬ 
ment of Agnculture in Dubhn has asked farmers, cattle-buyers, 
and others who have any contact with livestock or meat in 
Britam not to visit Ireland imtd the present crisis is over 
There will be no hvestock at this year’s Snuthfield Show, 
for the first time smce 1798 

Up to Nov 28, 14,700 cattle, 16,750 sheep, 6700 pigs, and 
25 goats had been slaughtered 

Industrial Biological Research Association 
A new research orgamsauon—^the Bntish Industrial Bio¬ 
logical Research Associauon—^has been formed to study the 
possible effects on health, and to ensure the harmlessness, of 
substances which may be mgested m food, drink, and cosmetics 
Supported by several leadmg compames, it is welcomed by 
mterested Government departments and svill receive a grant 
from the Department of Scienufic and Industrial Research 
The Association’s main object is the establishment of a biological 
research station for investigating the effect of substances used in food 
manufacture, either as processing aids for or flavouring and colouring 
food, as well as those which may get into food from pesticides, from 
plant used in food manufacture, from packaging materials, or from 
utensils The Association hopes to build its laboratories at Leather- 
head, Surrej, on land leased from the British Food Manufacturing 
Industries Research Association, which has offered to share some 
facilities and admimstrative services in the imtial stages The 
temporary headquarters of the Association are at 11, Green Street, 
London, W 1 

Classification of Occupations 
Classification of Occupations - has been compiled by the 
General Register Office, England and Wales, and the General 
Registry Office, Scotland, primarily for use in the Census on 
April 23, 1961 It is also bemg used by the Registrars General 
for codmg occupations stated at the registration of deaths and 
m morbidity surveys and mquines The Classification is 
published m the hope that it will be of mterest to research- 
workers who may wish to relate their results to the Census 
stausucs 

i Nov 26 i960 p 1183 

27”'r 5“‘°“ Occupations 1960 H M Stauoncry Office Pp 136 
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Sunday, 4th 

Institute op Laryngology and Otology 330, Gray s Inn Road, V7 C 1 
10 15am Mr Wallace Black Common Ear, Nose, and Throat Conditions 

Monday, 5th 

University College London, Gower Street, W C 1 
5 30 p M Prof W S Feldberg Mediators of Allergic Reactions 
Postgraduate Medical School of London, Ducane Road, W 12 

4pm Dr J F Goodwin Effect of Drugs on the Pulmonary Circulation 

Tuesday, 6th 

Royal Society of Medicine, 1, Wimpole Street, W 1 

5 30pm Pathology Prof N F Maclagan Changing Views on Jaundice 
(Presidential address ) 

8 30 P M Orthopcedics Mr Walpole Lewn, Mr R C Connolly, Prof 
Roland Barnes, Mr F C Durbm Injuries of the Head and Neck 
British Postgraduate Medical Federation 
5 30 P M (London School of Hygiene and Tropical Mediane, Keppel 
Street, W C I ) Prof D G Catcheside Functional Structure of 
Genes 

Institute of Obstetrics and Gynaecology 

3pm (Hammersmith Hospital, Ducane Road, W12) Mr J A 
Stallworthy Caranoma of the Uterus 
St Mary s Hospital Medical School, W 2 
5pm (Wnght-Fleming Institute) Mr Aleck Bourne Some of My 
Mistakes 

West End Hospital for Neurology and Neurosurgery, 91, Dean Street, 
W 1 

5 30 P M Mr K I Nissen Orthopedic Surgery of Spastic States 
Royal Army Medical College, Atillbank, S W 1 
5 pm Prof FAR Stammers Pam in the Arm 
Research Defence Society 

5 30 PM (Umversity College London, Gower Street, W C 1 ) Prof 
J H Burn Testing Drugs on Man (Stephen Paget lecture ) 
Leeds Neurological Sciences Colloquium 
5 15 P M (General Infirmary at Leeds ) Dr Eliot Slater Schizophrenic- 
like Psychoses of Epilepsy 

Wednesday, 7th 

Royal College of Surgeons op England, Lincoln s Inn Fields, W C 2 

2 30P M Sir Stanford Cade Malignant Melanoma (Bradshaw lecture) 
Royal Society of Medicine 

5 15 P M History of Medtcxne Tvlr Dickson Wright History of Opium 
8 pm Surgery Mr G A Mason, Mr Charles Drew, Mr A J Cokkmis, 
Mr G E Ma\or Coronary and Mesenteric Vascular Occlusion 
Postgraduate Medical School of London 
2pm Dr A E KelUe Steroid Assays 
Institute of Dermatology, Lisle Street, W C 2 
5 30 P m Dr R W Riddell Yeasts as Pathogens 
Institute of Diseases of the (3hest, Brorapton, S W 3 
5 pm Mr Matthias Paneth Surgery of Secundum Defects of the Atnal 
Septum 

Institute of Obstetrics and Gynaecology 
2pm (Queen Charlotte s Hospital, Goldhawk Road, W 6 ) Mr G B 
Gibson Postmatunty 

Royal Institute of Public Health and Hygiene, 28, Portland Place, W 1 

3 30pm Dr Kenneth Soddy World Mental Health Year—International 

Trends in Mental He^th Work 
Midland Medical Society 

830 PM (Birmingham Medical Institute, 36, Harborne Road, 
Birmingham, 15 ) Dr R Bodley Scott Acute Leukaemia—the 
Present Therapeutic Position 

Thursday, 8th 

Royal College of Physicians of London, Pall Mall East, S W 1 
3pm Sir George Clark Thomas Lmaerc (Commemoration of the 
Quincentenary of Linacre s birth ) 

Royal College of Surgeons of England 
5pm Mr H J Seddon Manchester Ship Canal and Colomal Frontier 
(Robert Jones lecture ) 

University College London 

5 30 P M Sir Solly Zuckerman Social Function of Science—1960 
(Rickman Godlee lecture) 

British Postgraduate Medical Federation 

5 30 P At (London School of Hygiene and Tropical Medicine ) Dr 
E J L L^wbury Drug Resistance and the Response to 
Chemotherapy 
Institute of Deraiatology 

5 30 P M Dr P F Borne Disorders of Fimction m Cutaneous Blood 
Vessels and Lymphatics 
Institute of Obstetrics and Gynecology 

4 30 P At (Chelsea Hospital for Women, Dovchouse Street, S W 3 ) 

Miss JAM Moore Dysmenorrhcca 
Royal Society of Tropical Medicine and Hygiene, 26, Portland Place, 
W 1 

7 30 P At Dr S Stott Dr E van Oye, Dr Henry Foy Hookworm 

Diseases 

Alfred Adler Medical Society 

8 PAt (11, Chandos Street W 1 ) Dr Wilfred Barlow Anxiety and 

Muscle Tension 
HoNiAiAN Gillespie Lecture 

5 PAt (Um\ersity New Buildmgs, Teviot Place Edinburgh) Prof 

M L Rosenheim Small Kidney 

Fnday, 9th 

Postgraduate Medical School of London 

10 A At Dr Victor Wymn Metabolic Care of the Surgical Patient 
4 p At Dr John Badenoch Malabsorption SyTidromes 
Institute oP Larvngolog\ and Otology 
3 30 p M Dr Norman Hulbert Headache and Facial Pam 
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logjj and hsmatologj j but it is becoming more and more 
obMOus that such an arrangement is essenual for the good 
of the patient in any large up-to-date hospital which 
expeas good service from a competent staff In those 
hospitals where this system operatesj the results amply 
reveal its justificanon 


Department of Biochemistry, 
Uni\ersit> of Glasgow 


J N Davidson 


HYALINE MEMBRANE FOLLO^VING TOTAL BODY 
RADIATION 

SiRj—^According to the prehminary commumcation in 
The Lancet of Nov 5, patients with far-advanced mahg- 
nancies have been subjected to total body irradiation for 
an e\penmental purpose, and one not related to their 
disease 

The effects of such irradiaUon are severe, and, at the 
dosage mentioned, lethal 

I think these circumstances ought to be remarked, 
particularly as you ignore them in your editorial comment 

Manchester J D DOBBIE 

We showed Dr Bobbie’s letter to Captain King 
and his colleagues and their reply follows —^Ed L 


support to those who have for a long time adiocated tb' 
abohuon of the evistmg law Its background and us effects 
were fully discussed three years ago •' On that occasion 
Batchelor reported on the way the problem is dealt with in 
Scotland where suiade and attempted suiade are not 
cnnunal offences 

Dr Ahrenfeldt’s letter (Nov 19) about the atunide of 
the Church to siucide contains no reference to the recent 
report by a committee set up at the suggestion of the 
Archbishop of Canterbury for the purpose of examiiung 
the law of suicide ® The first of the four recommendations 
made by this committee was that attempted suiade should 
cease to be a criminal offence 


The Um\crsit>, 
Sheffield 


E Stengel 


aCARETTES IN HOSPITALS 
Sir, —Some hospitals issue pamphlets about the risks 
of cigarette smoking, and many of their doctors, even if 
they can’t stop the habit themselves, advise patients not 
to start Is It not time that these hospitals reversed iheir 
illogical decisions to provide cigarette vending machines? 

N§3dfa<!x C Allan Bmai 


Sir,—^W e should like to make the following points and 
perhaps dear up tlus misunderstanding 

(1) Except for one (who had a kidney transplant) all paoents 
seleaed for this form of therapy had disseminated malignancies 
Convenuonal dierapy had failed in these patients and localised 
radiauon therapy revealed some degree of radiosensiuvity 

(2) The obsenauons on human lung were mcidental to and 
not the purpose of the therapy 

(3) As you will note, the operauve mechanisms of plasmm 
inhibmon following total body radiauon were worked out m 
dogs, not humans 

(4) As a result of extensive m\ esugauons on the subject of 
total body radiauon m animals, the serious effeas m the unsup¬ 
ported subject are well appreciated at the Nauonal Naval 
Medical Center, Bethesda 

(5) The efficacy of total body radiauon -will be presented m 
detail in a future pubbeauon 

William H Fleming 
Jeno E Szakacs 
Thomas C Hartney 

U S Na^sil Hospital, c -n triKT,- 

Bethesda, Maryland ^ KING 

SUICIDE 

Sir, —The changes in the law of suiade foreshadow'cd 
by a report from the Crimmal Law Revision Committee * 
be welcomed by doctors, magistrates, and pohee 
officers alike It has long been recogmsed that the cxisung 
law has no deterrent effect and creates a great deal of 
distress Frequently it makes treatment more difficult by 
causmg pauents to deny siuadal intcnnons for fear of 
prosecution Bringmg a person wno has attempted suiade 
before a court and placing him on probauon under the 
condiuon that he receues psychiatric treatment is quite 
unnecessary There is no reason whatcier why England 
alone of all countries in the world should require speaal 
legal pronsions, outside the mental-health Icgislauon, to 
make people m distress accept medical and soaal help As 
Dr Casson (Nos 5) referred to my studies on attempted 
suiade, or rather to a brief second-hand report of my 
studies, I wash to state that m\ obsenauons - ’ lend strong 

1 Cnirurul Law Rmsion Co-nruttec second repot (Smadc) H M 

SuLionc*^ OFce I960 Sec Let e Oct 29, 1960 p 976 

2 Sienxtl, E., Cook N G Attempted Suiade London 1958 

3 Sicrpd E, JW 27 114 


ADMINISTRATION IN MENTAL HOSPITALS 


Sir, —^The Mental Health Act makes it quite clear that 
the responsible medical officer is not responsible or 
answerable for the patient’s treatment to any other donor 
Therefore, m answer to Dr Falla (Nov 12), I would 
say that I do not need to know anything about those 
patients which arc not directly imdcr my personal care 
Hypothetical cases make bad laws, but it follows from 
what has been said that, as medical supenntendent, I 
would know nothing about the aggressive psychopath 
mentioned, and therefore the consultant, and he alone, 
would be called upon to give an explanation of the action 
of his pauent 

I would, indeed, say that treatment includes control of 
freedom, prcscnption of social and occupational actiutics, tlic 
amount of pocket-money that a pauent is allowed, and manv 
other similar things, but that the actual prcscripuon of these 
things will vary from pauent to pauent according to the 
judgment of the responsible medical officer Net crtheless the 
medical supenntendent being responsible for the efficiency 
of the whole hospital, and not only for the efficiency of his 
own team, has to see that these things are available for 
“ prcscnption ” Also he is responsible for coordinating and 
controlling new ideas and requests coming from the teams 
so that chaos does not ensue It is also his job to sec that ml 
suggesuons for improsemcnt m the clothing of pauents, the 
standard of catenng, fumishmg, and architectural improi ernent, 
lengthemng of vasitmg hours, or anyrthing else that is agreed 
upon at the weekly' senior-staff meetings are earned out for the 
benefit of all the teams All the new ideas coming out of the 
senior-staff meeting will then be put into pracuce sausfartonl) 
throughout the hospital and implemented after any nccessan 
consultauon between the medical supenntendent, chief mole 
nurse, matron, and hospital secretary 

I thmk this really answers Dr Bardon (Not 12), for it wi 
be seen that a medical superintendent responsible for t 
efficiency of the whole hospital docs not in anymay impm 
the freedom of the climcal teams In any event, Dr Bar 
has misread the Act TThe Act has nothing to sat, ci r 
specifically or imphatly about how a hospital is admin^ttore 
His idea of an cleacd chainnan might well ttorl and vew 
the pauem of the future, as I suggested in my f'«r ^ 
But in my tiett most mental hospitals at 


* Ptoc R Soc Mid I95S,SI,297 , Tr«-_-i f. 

5 OuEhl Suiade to B- » Cnn- ? Church Informitioi O j e a- 
1959 
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medical supermtendent vrho directs the hospital as a whole and 
who has powers, not to mterfere in anv way with the treatment 
of a patient, but to interfere m matters of admmistraaon and 
disaphne of medical and nursmg staff if, m his opmion, their 
acnon might be senouslv detrimental to the harmom of the 
hospitaL For such decisions he should be answerable to the 
hospital management co mmi ttee or the regional hospital 
board who appomt him and not to his colleagues 
Evolution IS much better than revolution and my 
feeling is that Dr Bardon and many climcal psychiatrists 
express them news so radically and so forably that I 
suspect that powerful unconsaous motives mas be at work 
Finally we should not slavishly follow the general- 
hospital pattern of admimstration It too has its faults. 


The Tow ers Hospital 
Hignberstone, Leicester 


H B Kidd 


PROGNOSIS AND ANTICOAGULANT 
PROPHYLAXIS AFTER CORONARY 
OCCLUSION 


Sir,—^L ike Dr Bvron Evans (Not 26), many of us are 
grateful to Professor McMichael and Dr Parry (Nov 5) 
for quesnomng the value of long-term anticoagulant 
prophvlaxis after cardiac infarction It is dangerous, and 
cannot but be tedious except for a hypochondriac 
It would be a pity, however, if there were a premature 
reacnon, provoked by annoyance with opimonated but 
inadequately informed patients, agamst its use m the 
first few weeks after an infarction. Many obsen ers behei e 
Its use m this penod to be vitaUv important 
We are thankful for iconoclasts hke Dr Bvron E\ans 
If too inflexible, howeter, they are m danger of gettmg 
cut off by the tide of progress 


Bartoa-oo-Humberi 

Luics 


SHF Howard 


SHINGLES AND CHICKENPOX 
Sir,—I thmk the following case shows that the relation¬ 
ship between these conditions is not necessanls mdirect, 
as Dr Ball (Nov 19) suggests, and that an mtermediate 
host may not be required 

A voung woman was admitted under mv care m 1955 to the 
Bnnsh Mihtarv Hospital at Rmteln, BjLO R , with herpes 
zoster of the ophthalmic division of the left trigeminal nerve, 
causmg severe conjunctivitis and keratins Because her 
husband was away on a militar y exercise, she was admitted 
with her mfant aged six months Fourteen davs later, the babv 
developed chickenpox, and I think it reasonable to assume that 
contact here was direct, smce they were nursed in an isolanon 
ward. 


MXiary Hospital 
Colchester 


H Foster. 


respiratory obstruction dut: to 

FAULTY ENDOTRACHEAL TUBE 
—I was mterested to read the article of Oct. 1 bv 
Dr Pryer and his colleagues I hate twice encountered 
ihe acadent they descnbe, and I think it is important that 
It should be mentioned m the textbooks The storv m the 
1^0 instances I mennon was the same—a sudden onset 
of complete obstruction m a prenoush unetentfiil 
^ossthenc Fortunately m both cases I was called before 
2 fatal outcome, and by deflatmg the cuff completelv, 
teheved the situation When the tubes were examined 
siibsequentlv, it was found that there was a “ henna ” m 
on the side opposite the side of the beTCl 
When I am teachmg I always mclude this among the 
comphcanoiis of endotracheal mtubanon I think that too 
^™ 2 ll a tube, and overmflanon of the cuff are the preapita- 


tmg causes, and if the tube is appropnately chosen and 
the cuff just adequately inflated, this acadent should not 
occur 


Brisbane Hospital, 
Brisbane- 


Ruth Molpht 


CHEST X-RAYS AND RADIATION HAZARDS 


Sm,—I write m complete agreement wuth Dr Beres- 
ford’s letter of Not 26 I should like to enlarge upon his 
condemnaaon of fluoroscopy sessions as a means of 
diagnosmg early pulmonary tuberculosis This method 
is stdl adopted at certain clmics m preference to a chest 
X-ray I have long felt that fluoroscopy for this purpose 
is entireh unjustified, not onlv, as Dr Beresford pomts 
out, because the amount of radianon at each exammation 
IS substantially greater than the controlled dose given 
by radiography^, but because there is no permanent 
record which could be of great assistance later Further¬ 
more, I ha\ e tested the method mvself bv screemng a feyy 
patients whose chest X-rays showed a minim al tuberculous 
lesion and found that, even after adequate accommodation 
to the darkness (my day and mght yusion is perfect), I was 
qmte unable to detect these lesions on fluoroscopy And, 
of course, I did know where to look, havmg first seen the 
chest X-ray 


Bow Arrow Hospital, 
Dartfoti 


M O J Gibson 


HYPERSENSrmTTY TO MILK AND SUDDEN 
DEATH IN INFANCY 

Sir,—^T be team of workers who have produced, m y our 
issue of Nov 19, such a convmang solution to the mvsterv 
of sudden cot-death m infants are to be congratulated 
That these tragic deaths may result from the aspiration 
of cosy’s milk durmg sleep m a child who is already 
sensitised to the protem m the milk is, as they emphasise, 
a vahd reason for encouragmg breast-feedmg wherever 
possible Those of us who stdl beheve that breast mdk is 
the only' proper food for the healthy baby will be glad to 
have such strong support for our behefs at a time when so 
much IS yvntten m defence of amfiaal feedmg 

Inesutably there yviU be occasions when breast-feedmg 
is impossible, and then we must be espeaaUy careful to 
guard against the danger of aspiration of feeds 

In the past, m my opimon, far too much stress has been 
put upon the dangers of suffocation. This is perhaps the 
reason why the nursmg of mfants m the prone or semi-prone 
posmon has not been more widely pracnsed Provided the 
baby hes upon a firm mattress inihout a pillow, his nose- 
clearmg reflex ensures that his head is always turned to one 
side. Lvmg m this posmon regurgitation becomes almost 
impossible, and, if it should occur, the milk is possetted 
harmlesslv upon the sheet 

Premature babies regurgitate more easily than full-term 
infants, and some experienced nurses have learned to over¬ 
come this tendency by nursmg them m the prone position. 
And the radiologist can demonstrate that the one position m 
which the mfant cannot regurgitate an opaque meal is semi- 
prone on his right side. 

Inadentallv, this is a much more effective wav of posturmg 
the infant with cardiochalasia or hiatus herma, particularly if 
the infant is tilted by raising the head of the cot on 18-mch 
blocks 

London N W3 R J K BROyVN 

Sir, —Usmg the gumeapig, an animal well known to be 
pecuharlv immunologically fragile. Dr Camps and his 
colleagues (Noy 19) haye neyertbeless demonstrated 
as close an analogous pathogenetic explanation of the 
“ cot-death syndrome ” m infants as we are ey er likely to 
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get The fact that most infants fed on cow’s milk deselop 
anubodies to the protems of that milk is proffered as 
another mducement to breast-feed young babies wherc- 
ever practicable 

Is It then true, as would seem to be imphed, that 
infants fed their mother’s milk do not develop antibodies 
to human rmlk protems ^ 


Group Pathological Laboratorj, 
RoyaJ Hampshire County Hospiul, 
Winchester 


T J Muckle 


POSSIBLE SITE OF BIOCHEMICAL ERROR IN 
GAUCHER’S DISEASE 

Sir,—G aucher’s disease, a famihal disorder of Iipid 
metabobsm, results m the accumulation of a cerebroside 
in the cells of the reuculoendothehal system This 
cerebroside is composed of a long-cham fatty-aad 
attached to sphmgosme with an aad amide link 
Galactose is attached to the end of the sphmgosme ivith a 
glycoside link The cerebroside is called kerasm if its 
fatty-aad is hgnoceric acid, although other fatty-aads can 
be present In some cases of Gaucher’s isease, an 
abnormal kerasm has been found with glucose m place 
of the usual galactose portion of the molecule In other 
cases the normal galaaose cerebroside accumulates 
On the assumpuon that an enzymatic defect m cerebro¬ 
side metabohsm is responsible for the accumulauon of 
cerebroside m Gaucher's disease, we have studied the 
mcorporation of *^C-labelled glucose and galactose into 
the microsome-supematant fraction of a normal spleen 
and a spleen from a patient with Gaucher’s disease 
according to the method of Burton et al ^ 

Spleens obtained at splenectomy of a boy with Gaucher’s disease 
and from a normal boy with a ruptured spleen due to a sled accident 
were immediately frozen with dry ice-ethanol and stored at —lO'C 
in a deep-freeze until used After homogenation of 4 8 g of spleen 
with 20 ml of 0 25 Af sucrose, the microsome-supcrnatfmt frartion 
was separated by centrifugation m a Lourdes centrifuge at O’C A 
poruon of the tmerosome-supematant fraction was rapidly heated 
and maintained at 50'C for 2 mmutes and then placed m an ice bath 
woth the unheated portion until used To each 0 9 ml aliquot of the 
microsome-supematant fraction was added 0 1 ml MgCi, solution 
(5 5 X 10-’ M), 0 1 ml adenosine triphosphate (A T r ) solution 
(5 5 X 10-’ jVf), 0 I ml uridme triphosphate (u T P ) soluuon 
(5 5 X lO-’M) and cither 0 1 ml gIucose-U-'*C (glucose uniformly 
labelled with “C) solution (8 3 x 10-* M, 0 33 mC per mmole) or 
0 I ml galartose-l-'*C (I 1 X 10-’ M, 0 25 mC per mmole) 

After incubation at 37°C under a mixture of 95% N, and 5% CO, 
for two hours, 20 ml of chloroform-methanol (2 1) was added to 
each tessel and brought to a boil to stop enzymatic activity To each 
vessel was added 0 1 g of crude cerebroside to facilitate extraction 
The cerebrosides were isolated by passing the solution over a mixed- 
bed column of Dow ex 1 and Dowex 50, layered with Florisil modified 
after Radin et nl ’ Each eluate was taken to dryness, dissolved in 
10 ml chloroform methanol (2 1) and washed 5 times with 10 ml 
of chloroform-saturated methanol water (1 1) Each preapitale was 
dissolved in chloroform-methanol (2 1) and evaporated in a warm 
vrater-balh to 1 5 ml , plated, and the radioactiv ity counted 

The mean incorporation of sugar in microsome-supematant 
fraction (counts per mm per JOO mg cerebroside i S E ) was 

Ctucost U "C Cahetete 1-'‘C 
Normal ipleen 34 6±5 5 36 7±16-9 

Gaucher spleen (unheated) 100-9*±6 2 1061*i5 3 

Gaucher spleen (heated) 93 6t±3 7 213 7 ±14 4 

• Differ significant!} (P<0-01) from normal spleen 
t DifTcrs sigruficantl} (p<0 01) from galactose incorporauon (heated) 

1 Difters significant!} (r<0 01) from ga!actose incorpcratton (unheared) 
Both glucose and galactose were incorporated to a signi¬ 
ficantly greater extent m the Gaucher spleen cerebroside than 
m the normal Heating resulted in no significant difference 
in the incorporation of glucose into Gaucher spleen cerebro¬ 
side, but did result in a sigmficanily greater incorporauon of 
galactose. 

l Bu-acn R M, Sodd M A Brad} R O 7 M 1959,233 1053 

I Ridin N S , Law) F B , Brown J R ihd 1955 217 789 


From these results, we propose that the first step is the 
admuon of glucose rather than galactose to the acceptor 
substance It has been shown by others that the acceptor 
substance is sphingosinc and that the fatty-aad is added after 
addition of the hexosc In turn, the glucose cerebroside is 
converted to galactose cerebroside through catalysis by a heat- 
sensiuve epimerase enzyme. A defect m this cpimcrase 
enzyme m Gaucher’s disease would result m the accumulation 
of the glucose cerebroside. An enzymauc defea m the 
catabolism of galactose cerebroside would c.\plain those cases 
m which galactose cerebroside is found to accumulate 

This study was aided by U S P H S grants a- 2504 (cl) and 
20-346 (si) 


Department of Pediatnes, 
State Umv enity of New y ork, 
Upstate Medical Center, 
Syracuse 


Marvin H Stein 
Lytt I Gardner 


P-GLUCURONIDASE ACTIVTIY OF CORONARY 
ATHEROSCLEROTIC PLAQUES 
Sir,—^I n view of the present controversy about the 
pathogenesis of atherosclerotic lesions, increasing attention 
IS now being given to the arterial mutna and the intimal 
reactions m various types of atherosclerotic plaques 
Our studies have included the examination of arterial 
lesions by the surface preparanon technique,' ussuc 
culture of arterial intima, and cnzymological analyses 
of atherosclerouc plaques It is the results of this third 
method which we report here 
In an analysis of coronary nthcrosclcrosis with special refer¬ 
ence to occlusive thrombi ’ it was also found that the fully 
developed atherosclerouc lesions could be divided into two 
disunct histological types 

(1) The crescent-shaped hard lesion composed of laminated 
layers of collagen and fibrin 

(2) An essenually fatty lesion composed almost entirely of sudano- 
philic material, separated from the circulating blood by a thin film of 
endothelium or fibrin 


Furthermore, transverse secuons of coronary artenes from a 
large number of cases have shown that the earliest lesion in the 
development of atherosclerosis is the accumulauon of acid 
mucopolysaccharide m the intima Consequently in this 
cnzymological mvcsugauon the plaques were classified m 
three groups 

(1) The active proliferative lesion—rich in acid mucopoly¬ 
saccharide and showing various degrees of fibroblastic proliferation 

(2) The hard fibrocollagenous lesion 

(3) The fatty or soft plaque 

It was beaded to estimate the P-glucuronidase acuvJty in 
these three types of lesion because it has been suggested that 
P-glucuromdase plays an acuve role m cellular prohfcrauon 
and ussue regcncrauon,’ and as P-glucuronidasc catalyses the 
hydrolysis of glucuronidcs it may play a part in the metabolism 
of glucuromc aad, a molecular consutuent of the aad muco¬ 
polysaccharide of arterial inuma 

The P-glucuronidasc acuvity was therefore estimated in 
normal inuma and m mtima m the three mam types of athtro- 
sclerouc lesion desenbed above in 160 men and 160 women 
TTie method was a modificauon of that given by Talalay ct al ‘ 
and results arc expressed as pg of acuvity per g of ussuc per 


hour 

7>ff e/ ertenj/ ttuon 
(iO in each froup) 

Nonn»l inuma 
Acuve protiferauv c Irtion 
Hard collajcnouj Imiot 
Soft or fatty leelcn 


Mean a^ffucure^idaie ecciticy 

(ur tert fee f’ > 

Men irmen 
30 50 

700 840 

390 520 

JOO 290 


These findings mdicate 

(1) The acuve p-oliferative leiioa, rich in ground lubitirce a'd 
showing acuve fibroplasia, has the highest enzymic aan y 


Lav-tsdi.E V McMiIUn.C G,Du.'',G L 
nr9#a«'fvx! A MC V’er* frc^t*y G Sec/ md J 1955 

G A Kc" 'b-II.I G B. Awjf 194" 

TrSSj.P.nVv^n w H .Uair-m L J h I Chrrn 1916 JM 57 
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(2) This activity decreases as the plaques become more collagenous 
and less cellular 

(3) The accumulation of lipid to form the fatty plaques is associated 
with a marked reduction in enzyme activity 

(4) The mean enzymic activity of normal intima and of all plaques 
IS higher in women than in men 

These results are largely confirmed by Dyrbye and 
Kirk/ who showed that the §-glucuromdase activity of 
normal coronary-artery mtima had a mean value of 
55 umts They did not comment, however, on any sex 
vanation m the enzymic activity m their series of normal 
coronary-artery mtima 


Department of Pathology, 
Umversity of Aberdeen, 
ForestcrhiU, Aberdeen 


A W Branwood 
A J Carr 


Parliament 


Medical Termination of Pregnancy Bill 

Mr Kenneth Robinson has introduced a Bill to amend the 
law relatmg to the terimnation of pregnancy by registered 
medical practitioners It will be read a second time on Feb 10 


QUESTION TIME 


Hospital Staff Shortage 

Lord Stonham asked H M Government whether they 
were aware that m the North East Metropohtan regional 
hospitals the total staffs of physiotherapists are 32 7%, and 
psychiatric social workers 31 4% below establishment, that 
there was an almost equally acute shortage of radiographers, 
pharmacists, and almoners, that the posmon had greatly 
worsened smce the begmnmg of the year, and what steps they 
would take to effect an improvement —Lord Newton replied 
The Government are aware that many hospital authoriues 
find difficulty m fillmg their estabhshments for these classes 
of staff and that these difficulties are greater in some areas than 
in others These professions are in competiuon with a number 
of other important professions, both mside and outside the 
National Health Service, and there are not enough young 
people of suitable cahbre to fill all the available posts For 
those whose traiiung takes place m the Nauonal Health 
Service hospitals, recent figures of student recruitment are 
encouragmg, and where specific difficulties, such as inadequate 
training facihties, hamper recruitment, the Government are 
prepared to consider how they can help Salaries are a matter, 
in the first mstance, for the appropriate National Health 
Service Whitley Council, but the salaries of all the classes 
mentioned have been substantially mcreased m the past two 
years 


Lord Stonham Is the noble Lord aware that despite thi 
mcreased salaries which have been paid, the conditions are nov 
^sastrous, that the number of vacancies has increased smci 
the begmnmg of last year by 50% m many cases and m somi 
n has doubled, and that unless somethmg very radical i 
done to brmg about an improvement the hospital service i 
gomg to be seriously impaired ?—Lord Newton The nobl 
Lord has great expenence of these problems and he know 
that It IS the responsibility of hospital management committee 
to recrmt their staff But the Government are only too anxiou 
to help m any way they can to solve these difficulties, and wouli 
we come any suggestions As I said m my earher answer, th 
®Sures are now encouragmg I beheve the reasoi 
or mat is we are now begmnmg to see the results of the rise u 
e irth-rate which began m 1941 But it is true, of course 
mat the demand for mese professions is expandmg all me tun 
s ospital facilities expand, and there is competition all th 
tune for smtable people to fill mese places 

I^rd Amu^ee Aimough admittedly mere has been som 
increase m salanes, doe s not me noble Lord thuik me salane 

S Dyibje.M ,Kirk,J E J Gtrontol 1956,11,33 


should possibly be made more commensurate with what these 
young girls can get m commerce "> —The Earl of Lucan The 
noble Lord in his first answer mentioned traimng withm the 
Nauonal Health Service and said the figures were now 
encouragmg, but would he not agree that many of those who 
get their traimng m the health service afterwards leave for 
better-paid employment m industry?—Lord Newton It is 
true mat mere is a good deal of wastage (to use a techmeal 
term), but I beheve mat this is largely because of marriage, 
and most of me members of mese professions are, of course, 
women All mese five groups have received substanual salary 
mcreases withm me past two years, and for none of mem, at me 
moment, is a claim for a general pay mcrease before me 
appropriate Whitley Council The trouble is mat if, m due 
course, meir salaries were mcreased substanually, mose salaries 
would be met and matched by rises m me salaries of some of me 
omer professions which compete for mese people Lord 
Stonham I am grateful to me noble Lord for his second 
answer to me and for me way he tried to meet me posmon, 
but I can assure him mat me trouble is not marriage, it is 
salanes I feel mat me mam obstacle is me fact mat me 
Whitley Council machmery has virtually seized up 

Lord McCorquodale of Newton I wonder whemer I 
nught suggest mat part of me difficulty is me extension of me 
amount of knowledge mat some of mese people have to acqmre 
before mey get me appropriate degree or qualificauon, some 
of which knowledge is of not me slightest use to mem after¬ 
wards I am sure mat less skilled procedure might lead us to 
more practical expertise m this matter 

Hospital Voluntary Funds 

Dr Donald Johnson asked me Minister of Heaim what 
steps he was taking to encourage voluntary help in me raising 
of funds towards me financing of projects for new hospitals or 
new hospital departments —Mr Enoch Powell rephed It is 
my hope mat all concerned wim me development of the hospital 
service will not fail to make full use of contnbuuons towards it 
which voluntary funds may offer Dr Johnson Is me 
Adimster aware of me general impression mat voluntary funds 
for hospitals can be used only for purposes not directly con¬ 
nected wim me running of me hospitals, such as patients’ 
comforts ? Will he take all possible steps to dispel this impres¬ 
sion ’> Mr Powell I hope mat me question and my reply will 
help to do mat Dr Edith Summerskill In view of me fact 
mat successful voluntary effort depends on local circumstances, 
does not me Almister dunk mat there should be some central 
supervision in order that all hospitals may be treated eqmtably ? 
Mr Powell What I have said is not mconsistent wim the 
necessity for central supervision 

Representation of Consultants 

Mr L A Pavitt asked me Alimster if he would give recog- 
mtion to me council of me Regional Hospitals’ Consultants and 
Speciahsts Association as being representative of me majority 
of consultants and speciahsts m the National Heaim Service, 
and if he would consult wim me medical profession in order to 
secure a review of me constitution of me staff side of me 
Whitley Committee B to give a fairer balance between teachmg 
and regional hospital representatives Mr Powell No, Sir 
As regards me second part of me question, this is a matter for 
me staff side concerned Mr Pavitt Is the Mimster aware 
mat 85% of me consultant speciahsts are working wim regional 
hospitals, and not in teaching hospitals, and mat 90% of me 
chmeal work is being done by mese consultant speaahsts m me 
regions ? Why should not they have meir proper place on all 
committees, including me Whitley Committee Mi Powell 
I am aware of me facts which the hon Member mentions, but 
I am satisfied mat me Joint Consultants’ Committee adequately 
represents mese consultants 

Treatment of Foreign Visitors 

Air Albert Evans asked the Alimster if he would state me 
number of cases brought to his notice of foreigners entering, or 
attemptmg to enter, this country for me purpose of medical 
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treatment under the National Health Sen ice Mr Pow-ell 
In 1959, 1503 aliens were reponed as entering, or attempting to 
enter, this country for medical treatment 6 of these were 
refused entrj Steps were taken to ensure that the remainder 
paid for the treatment Mr Evans Will the Minister assure 
the House that m this matter he will follow tlie policj of all 
those Ministers who hate held office since the inception of the 
National Health Service scheme ’ Will he refrain from looking 
at this matter from a narrow nationalistic point of view or wath 
the idea of making pett> economies ’ Mr Powell This thing 
IS an abuse However relatively small the cost, it ought, so far 
as IS practicable, to be prevented There has been no difference 
in pohc> in this matter since the original Act 

Mr AIichael Foot Is the Minister aware that when the 
service was first introduced the idea of giving treatment to sick 
foreigners was not regarded as an abuse but that we gloried 
in It ’ Mr Powell There has nev er been an> question of 
persons from abroad who fall sick in this country receiving 
attention under the National Health Service That has not 
been in question from either side of the House But it is not in 
accordance with the intention of the Act that aliens should come 
to this country for the purpose of getting treatment under the 
Act 

Remploy and the Mentally Disordered 

Lord Stqnham asked H M Government if, in areas where 
suitable facilities were available, it would be possible for 
Remploy to act as agents for local health authoriues in dis¬ 
charge of their responsibilities under the Mental Health Act, 
to provide traimng and occupation for the mentally disordered 
—The Earl of Dundee, the Minister Without Portfolio, 
replied My Lords, Remploy already provide emplo> ment for 
a number of mentally disordered persons The company will 
continue to consider persons handicapped by mental disorders, 
together with other disabled persons for vacancies m Remploy 
factories, but it has no power to act as agents for local health 
authorities in the provision of traimng or occupation Lord 
Stonhaai Is the noble Earl aware tliat my question invites 
consideration of granting such powers to Remploy’ I would 
ask him to look at this matter again, parucularlj—hav mg regard 
to the tremendous success of Remploy—with a view to seeing 
whether the Remploy sales organisation could not be used to 
dispose of the products of these centres, and in that vva> give 
the mentally disordered people a chance of earmng at least 
part of their living instead of being in merely thcrapcuuc 
centres The Earl of Dundee I am very grateful to the noble 
Lord for his appreciation of the e\cellcnt work which is being 
done b> Remploy They do cmploj, out of a total of 6300, 

I tliink about 500 people who arc suffering from vanous kinds 
of mental or nervous disorders, and in view of tlie possibility 
of some of tlie persons placed by local authorities in special 
centres being able to go to Remploy afterwards very close 
touch IS maintained But that is not quite the same as giving 
the pnmary responsibility to Remploy for the care of mentally 
disordered people Lord Stoniiam Is the noble Earl aware 
that what I have in mind is tliat in these local authonty centres 
mentally disordered people will make somctlung and it is 
absolutely essential that it should be sold by a skilled orgamsa- 
tion, otherwise they will be at the mercy of charitable disposals 
and It will not be a really serious project Would he consider 
that possibility ’ The Earl of Dundee I gather the noble Lord 
IS thinking of more effiaent arrangements for the sale of their 
products, and I wall most certainly look into that 

Poliomyelitis Vaccimtion 

Poliomvclitis vacane is non sufficiently plentiful to permit 
vaccination of those aged 40 and over who arc not covered by 
the cs-isUng arrangements From Jan 1, family doctors will be 
able to vacanatcany such person who, tliey consider, requires 
this protecuon 

Children Rcimndcd to Prison 

Dunne the nine months ended Sept 30, 1960, in England 
and Wales, S'!? bovs and 23 girls under seventeen vears were 
remanded to pnson instead of being sent to remand homes 


Obituarj' 


WALTER ^\T:IR GALBRAITH 
M B Glasg,rRrPS,FRCSE 

Mr Walter Galbraith, consulting surgeon to the West¬ 
ern Infirmary', Glasgow, and a former president of the 
Royal Faculty of Phvsia'ms and Surgeons of Glasgow, 
died on Nov 25 at the age of 71 

Bom m Glasgow, he was the eldest son of the late W B 
Galbraith, j p , c A , and a brother of Lord Strathclyde He 
was educated at Glasgow Academy and the Ley's Scliool, Com- 
bndge In 1914 he graduated mb from the University of 
Glasgow, and during the 1014-18 war he served overseas as a 
surgical specialist 

On demobilisation he was appointed to the staff of the 
Western Infirmary in Glasgow and rapidly earned a 
reputation as a gifted and courageous general surgeon He 
early found his special interest in urology, and he was 
largely' responsible for setting up a department of urology 
m the Western Infirmary 

He was also acuve m the affairs of his profession, his 
speaalty, and his medical school In 1949 he was presi¬ 
dent of the British Associauon of Urological Surgeons, 
and die following y'ear he became president of die Roy al 
Faculty of Physicians and Surgeons of Glasgow At the 
time of his death he was a vice-president of the Royal 
College of Surgeons of Edinburgh He was a member of 
the Scottish Health Services Council and for many years 
represented die Royal Faculty on the Joint Consultants’ 
Committee and on the medical Whitley Council 

When he reured from pracucc in 1954 he made his 
home near Troon There he found much pleasure m gar¬ 
dening and in the sports in which he excelled—golf, 
fishmg, and shooting Yet he accepted his leisure as an 
opportumty for further service He continued as a mem¬ 
ber of the Joint Consultants’ Committee, as a governor of 
Glasgow Academy, and as a director of the McAlpm 
Nursing Home, and he accepted two new charges m 
membership of the Western Regional Hospital Board and 
of the court of Glasgow University 

A B K writes 

“ Under Walter Galbraith’s leadership the department of 
urology at the Western Infirmary made many contributions to 
the advance of surgery Yet he will be remembered perhaps 
more for his generous personality which did so much to foster 
a happy relationship among tlie urological departments in the 
city No visitor to his department was allowed to leave with¬ 
out being pressed to sec the work of the others He travelled 
extensively at home and abroad with urologists and vvitli gen¬ 
eral surgeons He revelled in companionship His friendly 
interest strengthened many a younger man His blunt but 
kindly criticism stimulated many a contemporary His opin¬ 
ions were often based on emotion rather ilian on regulations 
They were valued for their sincenty and humanity T o every¬ 
thing which he did he brought an unsurpassed gift for fcllo v- 
ship He will be mourned by an innumerable company of 
friends ” 

S A pays tribute to him as a Scot as well as a surgeon 

"Walters shnil and arresting ‘What?’ was We a pistol 
shot It was the opening snap of cerebration By the time the 
startled and discomfited colleague had filled diastole with a 
tvvacc-told talc, Walter had formed an opinion—and a shrewd 
one at that This idiosyncrasy epitomised much of his cha" 
acicT Essentially he was a man of business, a man of affair, 
but schooled in the discipline of surgery, and in his cho ca 
craft he svas a master His outwa-d cheerfulness and boistcrou 
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bonhomie were perhaps acquired in the mterests of his friends 
Behmd this carefree style there was the astute bram of the 
relentless Scot—vigorous by disposiQonj yet able to carry the 
chains of convennon and caution with relish rather than with 
dismay The technical preasion of the surgical speaahst was 
complementary to the assiduousness of the comrmnee-inan 
Purposive, tireless, and mtensely patriotic, Scotland was his 
eyne—and there he brooded like a golden eagle, jealously 
mamtammg and defendmg the prestige of medicme m a chang¬ 
ing world.” 

Mr Galbraith is survived by his wife, a son, and two 
daughters 


Public Health 


Foot-and-mouth Disease 
The present outbreak of foot-and-mouth disease ^ contmues 
to spread despite all precautions At imdmght on Friday, 
Nov 25, the Ministry of Agnculture announced that the 
mosement of farm animals and the holdmg of markets was 
restncted m all counues of England north of a hne from 
Bnstol to London, with the escepnon of Cumberland and 
Westmorland. This widespread resmcnon was imposed 
because, durmg Fndav, foot-and-mouth had been confirmed 
m Nottmghamshire, Esses, and Shropshire, and the outbreaks 
there could not be connected with any of the earher cases 
By Monday, Nov 28, a 9th case of foot-and-mouth disease 
had been confirmed m the Orkneys, brmgmg the number of 
outbreaks m Scotland to 66 The Umted Kmgdom total was 
then 193 3 more cases were confirmed durmg the dav 
So far, the disease has not spread to Eire, but the Depart¬ 
ment of Agnculture m Dubhn has asked farmers, cattle-buyers, 
and others who have anv contact with hvestock or meat m 
Bntam not to visit Ireland until the present cnsis is over 
There will be no hvestock at this year’s Smithfield Show, 
for the first time smce 1798 

Up to Nov 28, 14,700 cattle, 16,750 sheep, 6700 pigs, and 
25 goats had been slaughtered 

Industrial Biological Research Association 
A new research organisauon—the Bnash Indusmal Bio¬ 
logical Research Associauon—^has been formed to study the 
possible effects on health, and to ensure the harmlessness, of 
substances which may be mgested m food, dnnk, and cosmetics 
Supponed by several leadmg compames, it is welcomed by 
mterested Government departments and will receive a grant 
from the Department of Scientific and Industrial Research 
The Association s main object is the establishment of a biological 
research station for mvestigatmg the effect of substances used m food 
manufacture, either as processmg aids for or flavourmg and colourmg 
food, as w ell as those which may get mto food from pesticides, from 
plant used m food manufacture, from packagmg materials, or from 
utensils The Association hopes to build its laboratories at Leather- 
bead, Surrey, on land leased from the British Food Manufacturmg 
Industries Research Association, which has offered to share some 
facihties and ad mini strative services in the initial stages The 
temporary headquarters of the Association are at 11, Green Street, 
London, W 1 

Classification of Occupations 
Classification of Occupations' has been compiled by the 
General Register Office, England and Wales, and the General 
Hegisiiy Office, Scotland, primarily for use m the Census on 
April 23, 1961 It is also bemg used by the Registrars General 
for codmg occupations stated at the registration of deaths and 
m morbidity surveys and mquines The Classification is 
pubhshed m the hope that it will be of mterest to rescarch- 
w-orkers who may wish to relate their results to the Census 
stansnes 

\ 25 i960 p 11S3 

(.tojifiauon of Occupano-j 1960 H M Stanonerj Office Pp 136 


Diary of the Week 


DEC 4 TO 10 

Sunday, 4th 

i NSiiiuiE OF Laryngology and Otology, 330 Gray’s Inn Road, W C,1 
10 15 a.m. Air W alla ce Black Common Ear, Isose, and Throat Conditions 

Mondav, 5th 

UsTVERSiTY College Lont>on, Gower Street, W G1 
530 P M Prof W S Feldberg Mediators of Mlergic Reactions 
Postgraduate Medical School of Lonuon, Ducane Ro-d, W 12 

4pm Dr J F Goodwin Effect of Drugs on the Pulmonary Circulation. 

Tuesdav, 6th 

Ro'^ai. Society of Medicine, 1, Wimpole Street W1 

5 30pm Pathology Prof N F Maclagan Changmg \^ews on Jaimdice. 
(Presidential address ) 

8 30 P M. Orthopedics Air Walpole Lewin Mr R. C Connolly, Prof 
Roland Barnes, Mr F C Durbm Injuries of the Head and Neck. 
British Postgraduate Medical Feder.ation 

5 30 P M (London School of Hygiene and Tropical Medicme Keppel 
Street W C 1 ) Prof D G Catcheside Functional Structure of 
(jcnes 

Institute of Obstetrics and Gynaecology 
3 P.M. (Hammersmith Hospital Ducane Road, W12) Air J A 
St^worthv Caremoma of the Uterus 
St AIary s Hospital Medical School, W 2 
5 PJLi (Wnght-Fleming Insutute.) Jvir Aleck Bourne Some of M> 
Aiistakes 

West End Hospital for Neurology and Neurosurger\, 91, Dean Street, 
W1 

5 30 p M hir K. I Nissen Orthopedic Surgery of Spastic States 
Royal Arah Medical College Millbank S W 1 
5 pm Prof F A. R. Stammers Pam m the Arm 
Research Defence Society 

5 30 pm. (Um\ersity (Allege London, Gower Street, WCl) Prof 
J H. Bum Testmg Drugs on Man. (Stephen Paget lecture ) 
Leeds Neurological Sciences Colloquium 
5 15 P Ai (Cjcneral Infirmary at Leeds ) Dr Ehot Slater Schizophrcmc- 
like Psy choses of Epilepsy 

Wednesday, 7th 

Rotal College of Surgeon's of England Lmcoln s Inn Fields, W C 2 
2 30 p M Sir Stanford Cade Malignant Melanoma- (Bradshaw lecture.) 
Royal Society of Medionb 

5 15 P M History of Medtctre Mr Dickson Wnght History of Opium 
8 P M Surgery Mr G A Mason Mr Charles Drew, Mr J Cokkinis 
Mr G E Mavor Coronary and Mesenteric Vascular Occlusion. 
Postgraduate Medical School of Lon-don 

2 P.M Dr A. E Kellie Steroid Assays 
In s t i t u t e of Der-matologa Lisle Street, W C2 

5 30 pJ.L Dr R. W Riddell 'I casts as Pathogens 
iN S Ti iuiE of Diseases of the Chest Brompton, S W 3 
5 P.M Mr Matthias Paneih Surgery of Secundum Defects of the Atnal 
Septum 

Institute of Obstetrics and Gynazcologi 
2pm (Queen Charlotte s Hospital, Goldhawk Road W 6 ) Mr G B 
Gibson Postmatunty 

Royal I nstiiuie of Pceuc Health and Higiene, 28 Po-tland Place, W 1 
330 P.M Dr Kenneth Soddy World Mental Health Year—^International 
Trends m Alental Heilh Work. 

^llDLAND AIEDICAL SOCIETY 

8 30 pm. (Birmingham Aledical Institute 36, Haibome Road 
Birmingham, 15 ) Dr IL Bodley Scott Acute Leukemia—the 
Present Therapeutic Position. 

Thursday, 8th 

Ro^al College o' Physician's of Lon'don Pall Mall East S W 1 

3 P.AL Sir George Clark Thomas Linacre. (Commemoration of the 

Qumcentenary of Linacre s birth.) 

Roial college of Surgeons of England 

5 P31 Air H J Seddon Alanchester Ship Canal and Colomal Frontier 
(Robert Jones lecture.) 

UNivERsm College Lon*don 

530 P.AL Sir Solly Zuckennan Social Function of Science—1960 
(Rickman Godlee lecture) 

British Postgraduate AIedicial Federation 
530 P.M. (London School of Hygiene and Tropical Medicme.) Dr 
E. J L Lowbury Drug Resistance and the Resp>on5e to 
Chemotherap\ 

In s t i t u t e of Der-matology 

5 30 P-AL Dr P F Borne Disorders of Function m Cutaneous Blood 
Vessels and LAmphancs 
Institute of Obstetrics an*d Gyn^cologi 
4.30 (Chel ea Hospital for Women Dovehouse Street, SW3) 

Aliss J A. M Aloore Dysmenorrheea. 

Royal Soam of Tropical AIedicine and Higieke, 26 Portland Place, 
W1 

730PAL Dr S Stott Dr E van Oye Dr Henry Foy Hookworm 
Diseases 

Alfred Adler Medical Society 

8 P.AL (11 Chandos Street W 1 ) Dr Wilfred Barlow Amcicty and 
Aluscle Tension. 

Honvalan Gulespie Lecture 

5 P.M (UniACTSirv New Buildmgs Tenet Place Edmburgh) Prof 
AL L. Rosenheim Small Kidney 

FndaA, 9ih 

Postgraduate AIedical School of London 

10 A.AL Dr \ ictor Wynn Mcnbolic Care of the Surgical Patienu 

4 p-AL Dr John Badcroch MalabsoTJtion Synd.omes 
Institute of Lar\*ngologa and Otologa 

330 P-AL Dr No-maa Hulbert Headache ard Facial Pam 
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DOCTORS AND NATIONAL SER\TCE 
The Mmister of labour stated in the House of Commons on 
No\ 18 that men tvho had received enlistment nonces instruct¬ 
ing them to report to their umts the ptetious day were the 
last to be called up and no further enhstment notices would 
be issued 

The Central Medical Recruitment Committees have already 
been able to meet the requirements of H M Forces for medical 
officers up to the end of this year No further nominations to 
the Forces will be made, and any doctor who has not already 
been notified of his nominaaon to the Forces will not now be 
required for National Service 

Any doctor who wishes to consider a Regular commission 
m the Armed Forces should apply directly to the Service of his 
choice [Medical Director-General of the Navy (Admiralty), 
Queen Anne’s Mansions, London, S W1, the Under 
Secretary of State, War Office (AMD 2), Lansdowne House, 
Berkeley Square, Wl, the Under Secretary of State, Air 
Ministry (M A 1), 1, Tavistock Square, W C 1] 

The pnnapal task of the Central Medical Recruitment Com¬ 
mittees has thus come to an end During the period 1939-60, 
the committees recruited more than 27,000 doctors for service 
mHM Forces 


VISITORS FROAl CHINA 

Representing the Chmese Medical Association, six Chinese 
doctors are now visitmg this country on the mvitauon of 
the Royal CoUege of Physiaans of London The head of the 
delegation, Dr Hsueh Kung-Chuo, is vice-president of the 
Chmese Academy of Medical Sciences, and the members are 
Prof Chang Si-Chun and Prof Liang Chih-Chuan of the 
Academy, Prof Chu Ti-Tung and Dr Lan Si-Chun of 
Shanghai, and Dr Chu Shou-Ho of Peking They are likely 
to be m Bntam until Dec 14 


handicapped CHILDREN 

Princess Margaret, presidmg at the 72nd annual general 
mceung of the Invalid Children’s Aid Assoaauon, at St 
Tames’s Palace on Nov 22, referred to a plan for a new school 
for “ non-communicating children, unable to speak berause 
of profound emotional disturbance and spcaally studied by 
Dr Lotus Minski at Belmont Hospital She said that about 9000 
handicapped children had been helped last year, with 15,000 
Msits and interviews 

The annual report deals mainly with the Ass^ations 
schools, and m movmg its adopuon Dr A White Franklm, 
the chairman, spoke of the need for money to finance new 
schoolrooms at the Meath Home, Ottetshaw, at Pilgrims School, 
Scaford, and at Brentwood, St Leonids Pioneer work is 
bemg done at the John Hormman Schwl, ^Vortlung, for 
children needing residcnual intensive speech training^m the 
ncc of 5 “ Case w ork remains an important acunty T he tune 
has come for a combined case-work umt where the family 
could come in trouble and be helped as a family A rpiev. of 
results should show whether case work is 
earned out by a general worker or b\ a speaahst workin with 
a \ ocauon such as for children, old people, or mantal problems 
Whateser the conclusion, workers and their parent assoaations 
would benefit from shanng work m a common centre 

Tlic Earl of Feiersham gave an address on ^^Cjit^ I^lth, 
dcscnbmg the demands of life todai, *= 5^= 
breakdown, and the mental makeup and * 

individual There arc 200,000 people in mental and mcnml- 
defiaencv hospitals (about half the hospita 
one child m every twenu wall need ‘ ,, 

umc m life The onlv course at present is to 
to adiust to the environment, although research into P^isi^ 
and chemical influences on the brain is being earned out In 
the presence of physical handicap, adjustment must include 


parents as well as child The foundauons of good fimilv life 
are disaphne, secunty, constancy, and a moral tradition 
ansmg from rehgion and background 


APPROVED N/VAIES FOR DRUGS 
The Bnnsh Pharmacopoen Commission has issued the 
following new supplcmcntarv list of approv cd nimcs 


Appmti name 
Ainphom> cm 
Betamethasone 

Biperidcn 


Chlordantoin 

Chtordiazepoxide 

Chlorprothuccne 

Chlorthalidone 


Hexaptopymate 

H> dromorphmol 
Isoaimmle 

Isoxsuprme 

Mclhicillin 


Dyymetholonc 

Pemolme 

7 Pcnicillamme 

?hcnbuirazatc 

?hcndimetrazme 

»Fhenopcrjdinc 

Pjpazethate 

Plasminogen 

Pyraxinamide 
Sodium Ironedetate 

Screpiodomase 


trcptolcinase 


■fan^ lcYrr<3minc 


Other namfj 

An antibiotic produced b> Stre/^remm carntj 
9s nuoro-ll{3 17a 21 trih>drox:> 16^ 
mcth>lpreRna 1 4'dicnc 3 20-dionc 
9a-Fluoro-163 methjipredmsolone 
1 2 IJHept 5 cn 2 >1) 1 rhen>I 

3 piperidinopropan'*l cl 
The name Akinclon is applied to the 
h>drochlondc and the lactate 
5-Cl“Cth>lpcnt>l) 3 (trich!orometh>Jihjo}- 
h>damom 

7 Chlon>2 methilammo 5*phcn>l 3H 
benzo 1 4*dia2apmc 4-oxjde 
Librium is the hjdrochloride 
o 2 Chloro Q (3 dimcth>lammoprop>lidcne)- 
ihiaxanihen 
Taracian 

3*(4 Chloro«3 sulphamo>lpbcn>\)-3 h>droT>- 
riomdohn-l one 


H> grown 

•Clomtazene 2 p Chrorobcnr\l I (2 dicthsbmmoeihjl) 5- 

nitrobenzimidazolc 

Demccdtium Bromide DeamethylenebisCm dimethilaminophen>l 

,V mcthylcarbamatc) dimetliobromide 
Humorsol 

Dioramate 4-Carbamo>Iox>methyl 2 methyl 2 nonyl 

1 3~dioxoIan 

Ectylurea o-Eihylctoionylutca 

Nostyn 

EthcWorvynol S Chloro-3-eth>Ipent 1 en-d jm 3-o! 

PlacidjI . . 

Ethosuxumde a Eth>l-a meihylsuccmunide 

Zarontm 

•Etomtazene 2 p-Eihoxybciwyl I (2 diethylammotthylbS. 

nitrobcniimidazole 
}*Vtopyn^\cychhct}\ carbamate 
Mcnnnx 

14 Hydrox>dib>dromorphine 
4 Dimeth)lamino-2 wprop>l 2 phenyl 
xaJeronitriJe 
Dimyril is the citrate 
l-p-HydroxyThenyl 2 (1 methyl 2- 
phenoxy ethyl ammoVl-propari'»l 
Dilavasc is the hydrochloride 

6-(2 6 Duncihoxybenzamido)pemciUanic 

Odbenm » the sodium salt Staphcilhn » the 
sodium salt _ . ^ 

2 HydroxyTncihylcnc I7a mcthyldihydro- 
tcstostcrone 

Anapolon , . 

2 ltnino-5 phcnyloxarolidin-1-onc 
Kcihamcd Pioxo! 

Dimcihylcystcinc 

2 (3-McthyI 2 phcnjimorpholinojctnyl 
a phcnylbuiyTatc . t . 

(•^) 3 4 Dimethyl 2 phcnylmorpholinc 
pkgmc IS the tamatc 

Ethyl I (3 hydroxy 3 phenylpropyD'd- 
phcnylpiperidinc t t n 

2 (2 Pipertdmocthoxy)eihyl I^thia I 9- 
diaza anthracene 9 carboxylaic 

SeKigon IS the hydrochloride 

The specific substance derned from nurran 
plasma v.hich v.hcn actis'atcd, has the 
property of lysmft fibrin 
PyTarinoic acid amide 

Iron chelate of the monosodium , 

cvhvlcptdiammr NN\ N t«ra arttrc acid 

obtained from coltyrc, 
strain, of Sircptococctu hurrohncut and 
Tbit of cataN’imst the deroliTner.«t.on of 
poI>-meri!ed deoicjnbonucicoriotcms 

A c^nzyme obtained ftom 

•train, of Sirepioccenr hrm htirut »no 
o%ble of chanRint; ptaimiropen into 

( 2 rhen>I-i ! ptopilJmmc 

- Parnate l, the lulphate 

narcotic atibwanee, which fall under mte-nationa! control and lue 
as-ailabic as therapeutic apent, 

I Dtx 

rfpprct f d 


nsr-e 

ktneton 

na polon 

elbenm 

Iijavase 

itmy*rU 

FumorJol 

lysrotoi 

.ttharoed 

jlirium 

Icnnax 


rsrre 
Biperiden 
Oxymciholonc 
Mc^iciUm 
Isoxsupnnc 
Iioamnile 

DemeC 2 *jum Brom oe 

Chlonhalidonc 

Pemoinc 
Gil*^ diaz-TOTide 
Hexap^opr^*! c 


rrc'-nri-O 

Parnate 

Pin»ol 

Placidyl 

ri'*gmc 

Sc’Msr**' 

Sta'-haUm 

Sstron 

Ta-a-.n 

^ront ^ 




EctylurM 

Tranylcyprf^*^' 

I ennhoe 
EthcM/^n-yn-'l 

Pi^a f-hatc 
MeihrilJin , 
Sodium ' 

--lie 
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CLINICAL RESEARCH LABORATORIES AT 
BIRMINGHAM 

On Nov 15 Sir Henry Dale^ chairman of the Wellcome Tnistj 
opened the Wellcome ^5ng of Clinical Research at the Queen 
Elizabeth Hospital^ Birmmgham. The four-storeyed wing, 
which houses the laboratones for the whole-time clinical 
departments of the Umversitv of Birmmghamj has cost 
£117j000 The Trust gave £953000 for the building, and the 
Umversity Grants Co mmi ttee has provided the saenafic 
eouipment. 

Surgery is hou'ed m the top two storeys The lower of these has 
a laboratorv, 34 ft by 50 ft with bench-space and two screened-off 
po-tions with fume-cupboards, a small laboratorv fitted for mtestmal 
worh, an office cum labo-atorv, and a seminar room to seat 50 
people, fitted with projector services and a small librarv On the top 
fioor IS an operatmg-theatre that will take all the momtormg apparatus 
necessary for experimental open-heart work, and can also accom¬ 
modate four tables for simpler work The sound-proof, plenum- 
ventilated and heated keimel-room will take 18 dogs, and there is a 
kitchen opposite for the preparation of their food There are also two 
labo-ato-ies for isotope work, one with a fume-chamber, and a large 
electromes laborato*v where at the moment wo-k is bemg done on 
apparatus for open-heart surgery and cardiac arrest, and on inducted 
p-ce makers for the treatment of Stokes-Adams disease, Ac. There 
IS also a techmcian s room. 

Current research on the surgical side mcludes the bioch emi stry 
of wound he alin g, hvpersensitivitv and auto-immumtv as factors in 
noa-speafic intes tinal granulomata, the reaction of the suprarenal 
cortex to surgical stress, portal and systeimc venous levels of 
5 hvdroxvtrvptamme m mtestmal disease, exfoliative cvtologv m 
upper and lower bowel disease, and the pattern of collateral circula¬ 
tion after coronary disease and surgical devices for improvmg 
this 

On the medical floors research is bemg earned on mto such aspects 
of the cardiopulmonary system as normal and abnormal alveolar 
capillary gradients m the lungs, the early functional changes m 
chrome bronchitis, metabolic exchanges between the penpheral 
muscles and the myocardium under varvmg conditions, and mtestmal 
absorption with particular reference to the use of the stable isotope 
nitrogen 15 

PRE\'ALENCE OF RHEUAIATIC DISORDERS 
In this country the prevalence of rheumatoid arthritis at 
any one tune is 2 5% m men and 6 1% m women This 
estimate was given by Dr J S Lawrence, director of the 
Empire Rheu mat i sm Council’s field survey umt, at a press 
conference m London on Nov 24 The estimate is based on a 
detailed four-year survev of 1700 people m an urban area 
2 nd of 900 m a rural area. This survey also showed that at 
65 some 97% of men and 98% of women have X-ray evidence 
of osteoarthritis, though ip about 35% of these cases the 
disease causes no mcapatatv The prevalence of spondyhns m 
the population as a whole is estimated at 0 3%, and the 
prevalence of gout is likewise put at 0 3 % The survey brought 
to hght two si gnifi c an t findings first, that there is a hereditary 
tffidency m some forms of rheumatoid arthritis, and secondly 
mat 1 person m about 20 suffers at some tune from acute 
rheumatism or polyarthnns, resembhng rheumatic fever but 
not affectmg the heart' 

Dr W S C. Copeman, chairman of the Council, com¬ 
menting on the survey, remarked that it mdicated that m 
ome 5,726,000 people—^that is, just over 
14% of the adult population—^have one of these severe forms 
o arthritis Obviously, he said, we need more and better 
ospital facilities for treatment, more doctors tramed to cope 
with these diseases, and more research 


H. J McCumch Prize 

The Regional Hospitals’ Consultants and Specialists Associa¬ 
tion IS offermg this prize (100 gumeas) m 1962 for an essay on 
a medical or surgical topic written bv “ qualified hospital staff 
up to and mcludmg semor registrars ” durmg tenure of office 
m hospitals m England and Wales Further details mav be had 
the secretary of the Assoaauon, 47, Lmcoln’s Inn Fields, 
London, W C 2 
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Umversity of London 

Dr Dems HiU, semor lecturer m the department of climcal 
neurophysiology at the Institute of Psychiatry and lecturer m 
psychological medicme at King’s College Hospital Aiedical 
School, has been appointed to the chair of psychiatry at 
Middlesex Hospital Medical School 

Dr Hill, who is 47 years of age, was educated at Shrewsbury 
School and St Thomas’s Hospital After qualifvmg m 1936 he held 
a house-appomtment at Bethlcm Roval Hospital and m 1038 he 
became chief assistant m the department of psychological medicme 
at St. Thomas s During the late svar he was a psvchiatnc speoahst 
in the Emergency Medical Service In 1947 he was appomted 
phvsiaan and lecturer m psychological medicine at King’s College 
Hospital and m 1948 he svas appomted to the staff of the Institute of 
Psychiatry and the Maudslev Hospital He was elected FJt C.P the 
following year From 1956 to lOfiQ he was a metnber of the Medical 
Research Council In 1950 he edited a symposium on Electro¬ 
encephalography and he has aLo pubUshed papers on its appheanons 
to psychiatnc problems, on medical education, and on the place of 
psychiatry m medicme 

Mr Ian MacGilhyrav, semor lecturer m the department of 
midwifery m the Umt ersity of Aberdeen, has been appomted 
to the chair of obstetrics and gynscology at St Alary’s Hospital 
Aledical SchooL 

Air MacGilhvray, who is 40 years of age, was educated at Vale 
of Leven Academy, Alexandria, and the Umversitv of Glasgow He 
qualified m 1944 and was awarded a Gardmer research scholarship 
Later he became lecturer m midwifery at the Umversity of Glasgow 
and semor registrar at the Roval Matermrv Hospital In 1953 he was 
appomted lecturer m obstetnes and gvnscologv at the Umversitv of 
Bristol and he took up his present appomtment m 1955 He graduated 
M.D m 1953 and was elected F.R.C.O G last vear His pubhshed work 
includes papers on renal, hepatic, adrenal and pitmtarv lesions m 
pregnancy and epidemiological and biocheimcal studies m p-e- 
eclampac tox$mia 

Dr D G Evans, F R.S, director of the department of 
biological standards at the National Institute for Aledical 
Research, has been appomted to the chair of bacteriology and 
immunology at the London School of Hygiene and Tropical 
Aledicme 

On OcL 12 the degree of MJ) was awarded to R. S Wilhams 

At recent esammanons for d P M. the following were 
successful 

Jean Tugwcll, H \L N Rees, Hilary Richards 
University of Edinburgh 

Dr G AI Carstairs, director of the Aledical Research 
Council Umt for Research on the Epidermology of Psychiatric 
Illness, Tavistock Square, London, has been appomted to the 
chair of psychological medicme m succession to the late Prof 
Alexander Kennedv 

Dr Carstairs, who is 45, was bom m India where his lather was 
a Church of Scotland missionary He was educated m Edmburgh at 
George Watson s College and the umversitv, where he read arts as 
well as medicme and was medallist m fine art In 1941 he graduated 
Mm and after holdmg house-posts he served as a medical officer m 
the Roval Air Force m Europe and the Far East, mainly with No 3 
(Fighter) Squadron with whom he learned to fis Durmg the war he 
became mterested m social anthropology, particularly m the influence 
of cultural enviromnent on personality development After the war 
he was semor registrar at Wameford Hospital, Oxford. During 
1948-49, with a Commonwealth Fund fellowship, he studied social 
anthropology under Dr Alargaret Mead m New York m preparation 
for two years of field studies m primitive village commumties m 
Rajputana These researches were published m his book The Tciee 
Bom (1957) Before takmg up his present post m 1960 Dr Carstairs 
was assistant director of the At R C social psvchiatnc research umt 
and an honorary consultant at the Alaudsles Hospital 

Dr D AI Weir has been appomted lecturer m bactenology, 
and Air J D O Loudon part-time lecturer m obstetnes and 
gynrecologv 

Royal College of Surgeons of England 

The a nn u al meetmg of fellows and members is to be held on 
Wednesday, Dec. 7, at 3 30 pal, at the College, Lmcoln’s Inn 
Fields, London, W C2 
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Royal College of Obstetricians and Gynecologists 
At a mecang of the council on Noi 26, with Air A C H 
Bell, the president, in the chair. Prof Derk Crichton (Durban, 
South Africa) was appointed the Wilham Blair-Bcll lecturer 
for 1961, and Prof C H G Macafec the Wilham Meredith 
Fletcher Shaw lecturer Mr H H Francis was awarded a 
Bernhard Baron travelhng scholarship. Dr Bruce Eton and Dr 
G A Humphreys Green-Army tage travelling scholarships, and 
Dr J S Scott the Edgar-Genulli prize 
The following were admitted to the Incmbcrship 
Alavis F Anderson, F W Van dcr Wcsihuizen 


The diploma in obstetnes was awarded to the following 

Robert Abendstern, E I Adam, Ezekiel Adev^umi Bolaji Adenupa, J B 
Akingba, J M Allan, J G Allardice, A J R Anderson, J P Andrew, 
D J Annal Aladhusudan Bihanlal Atit, Sudha Madhusudan Aui, Gtorpe 
Atkins S H A>*nsworth, Judith M Babb, Clarice A Baker, D H Ball, 
Ann D Banister, Margaret Baron, Isabelle B Barnc P C Barnngion, 
Anne C Bayle>,M D Begley, D L Belcher S M Berger, A T Bc\an, 
J S Bc\an, J E Be\\Je>j Berjl Beynon Suniti Kumar Mauachai^oa, 
A R Bingham Geoffrey Birchall, Anne W Bin S>bil Birtwistle, R B B 
Bvshton, D H Black, J A Blecher, Henr^ Bodsworth, H F Bolton, 
M G Bradley, Barrie Breczc-Stnngfellow, Beatrice M Browm, K A C 
Brow-n, Judith C H Bullcn R A Bununp L J Burton Christine M 
Butler, P R Butler, K N Buttenss, W D Callum, I G Campbell, I G 
Carnegie Brow*n, R M Carson, P A Carter, R N Carter, J M Chadwnck, 
Vimla Chaudhnf, P J Chaudoir, I G Clusholm, R S Churchill, R G 
Clark, Daphne C K Clarke, Peter Cochrane, G F Cockings R H L Cole, 
Daniel Connan Alison R Coutts, D H G Cowic, JaneAl Craig, W S R 
Craig, H E Cramp, Jane M Cntchicy, Motilda E Cuming J B Davis, 
R P Dans, Anne A N Day, W R Dean, Haney Dexter, P N Dixon, 
Jeane B Donaldson, J A Dnscoll J R E Edmondson-Joncs, A J Elhson, 
A J H ElUson, David Emerson, William Erskine, Iain Lssicmont, Beryl H 
Evans G R L Evans J F Forrall, C J Farrer, M J Fciiclberg, Jean A1 
Fell, P L Ferguson, Al A Fern, J A C Fisher, P G T Ford, D F 
Foster, William Foster, Patricia A J Freeman, R F R Gardner, I I 
Gaston, E E Genever, D Al George E R Gibbons, Phyllis Al Gibbons, 
Janet 1 Gibson, Sidney Ginsberg P J Gladders Selwvn Glick, J B 
Gnanapragasam, Alan Gooding, G T Gooding, R A Gould T R Gould, 
G S Graham, Colette C Green, Ronald Greenbaum P R Greenheld 
RAW Guthne, Judith Al Hall, Al J Hall, S W D Hall T J Hall, 
A W Hams D F Harrison A S Hartt, Mehar Qamrul Hasan, Gerald 
Hass D A Hasungs, J P Hawe, Al J Hegarty R S Hicklinp J H 
Higgins F R Hilbome, D G W Hollands, J R Holliday, P S Holbng* 
worth,] G Holmes Smith Mane K Houslcy, E G Hoycn Chung V P 
Hynes, Alichacl Ibberson, G D Ikedife t A Ikomi, D H Irvme, 
AlbertaE Irwin,Teresiamura Jacob,P W James, 1 W Jamieson,Sadrudin 
Alibhai Janmohamed, D C Jeffery, D M Jenkins D L Jennings W A 
Johns, J K Johnson M L Johnson, P A Johnson, I N L Johnston, 
A J Jordan Jol\n Keane, Denis Keating, Tnxie Kelly, Alartm Kelvin 
N B Jurklind, Saramma Koshy Serge Kunsiler, F K A Laing, \V I 
Lnmont, Alnrjone Al Langmuir, OsaXo Lartcy, C J N Lawson, O J 
Lnvvson P Al Leary,J A S Lecs,Al Al Lees, J E Lenp P Al Lcmcn, 
R B Lcvy,D W Lewis, H Al Licgeois J P Lisscnden, J R B living- 
stone,] K Lloyd J O Lloyd^Jones, V JED Lobo,Barbara A Locklcy, 
R Al Lodge K E Luckman Al V AIcCabc, T N McCarthy, B W M 
Macartney, Jean L AlcCoIl, G C A MncDevitt T D Alacdonald, R C 
Alacfarlane, J P AlacFaul R F AlcGann, J C AlcGrand, Helen R 
McKiUigin J G AicLaggan, W S S Machv, Hugh Macmastcr, D C 
AlcMcilL Stephen AlcPhcrson R L McRitchie, P D Aladdocks B W 
Alaitland, Valcnc Major, Debabrata Mallik J W Maltbv, Annamma 
Alammcn, William Manlon, J A Mathews, R D Alaihias Hazel J 
Alotthew-s, Thomas Alawdslcy, R E May. Hamida Sultana A\cmon, 
Romola A Alcnczcs G Al Alilne, R G Alilne, Alison M Molyneaux, 
Al W Aloncncff,P R Monk,K A Al Moore M J AlooTe,G L Morgan 
J F Alorns, K A A Mounn E S Mucklow, I S Muir Subimal 
Mukcncc, H D R Munro, Helen Al G Murray Alya Alya E A Neville, 
Alargaret P Newton, J D Nicholas J B Kichols Jennifer M Isizon, 

J B Nutiall P P S Nyhndcr F A Olapade Zubeda Osman Alexander 
Osmond, J D Owen Glcnys R Packer M J Page D J Palmer Indu 
Fakarbhai Patel, A W Patterson K R Peel M G Peters J A Phelan, 
r S Plumpton Alargaret D Power Audrey J N Pnee, H V Price, J D 
Price J L Pnee D J Prosser, H S Radden Tadeusz Radomski, P G 
Rac, P B Read B L E C Reedy, Shirley J Richards Alargaret Richard 
son, A E Ridlev R Al Ridsdxll Smith, J A Rigby Catherine O L 
Rimington J K Roberts, Irene J Robertson, Moira C Robenson R W K 
Rogers J N Roskilly.K W Rovvdcn,W N T Roy Elizabeth M Russell, 

“ L Russell, J G Russell, Loma J Rust Naomi J Sage S S Sanders, 

. W H Scott, M D Scott, A H Scars, M S Seltzer, C R Sexton Jean 
Shackleton, H J Shapiro, E A Shaw F D Skerrcit J O Sibthorpe 
RID Simpson R O Skinner, E C Smart Frederick Smith R C Smith 
J K Snell, Chnsunc A Snodgrass J B Sorapure D F Spencer, G M 
Steiner W J Stephen B J Stevenson W B Stewart Sheila M Strachan, 
Alyh'aganam Sundarahngam H W Sutherland G H Swapp R ^l R 
Taylor, R W Taylor, Wdham Taylor Henry Teed I P fhew P S 
Thomas Andrew Thomson Freda M Tomlinson Elisabeth A Tooth 
John Tudor Lo-na S \cth3^an.^m ] C Voiri Rmh E H V^nwijsht, 
P^ncla Walton J T Ward Jo>ct: Wamtr, M S Wamnck.P H Watctficid 
R R Watktn R A Watkins, A J Watson A B Wasson Dototh> A Wat 
son Anne H White Janies Wiphtman, Anne M W iRles Alcd Williams 
G L Williams Barba-a J Willmer De'ck Wilson J M W ilion Mane B 
Wilson C E R Wnrr G B WollolT J M Woodhead, Michael WoodliT 
R G Wrangham Mau ecn L W>lh- H S Nosing 
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Treacher Collins Prize 

The subject chosen for the next award of this cssaj pnze 
(ClOO) which IS offered incrmiallj bj the Ophthalmological 
Socictj of the Uruted Kingdom, is dcmselination and the eje 
The closing date for submitting cssaj^ is Dec 31, 1962 
Tutthcr rarticultrs mas b. had from the hon sccretarj of the 
soaers, 17, Lincoln’s Irm Fields, London, VC C 2 


British Medical Association 
On Thursdaj, Dec 15, at 5 30 pm, at BMA House, 
Tatistock Square, London, W C 1, Mr Hcnr> Osmond-Clarkc 
will open a lecture-discussion on fractures around the wnst 
BriUsh Association of Phjsicil Medicine 
A mceang of this Association will be held on Fridaj, April 21, 
at the Royal National Orthopxdic Hospital, Stanmort, and on 
Saturday, April 22, at NVestmmstcr Hospital, London, S W 1 
Royal Society of Edinburgh 
Z>a^/d Atidcrson-Bcrry Medal and pnee (ClOO )—An award 
wall be made m 1961 for recent work on the effects of X nys 
and other forms of radiation on Using tissues Applications 
for the prize, or proposals on behalf of otlicrs, must be in the 
hands of the general secretary of the soaety, 22, George Street, 
Edinburgh, 2, Scotland, not later than Alarch 31 

Living Conditions, Health, and Economic Deiclopmcnt 
The Intcmauonal Medical Assoenuon for the Study of 
Living Conditions and Health will hold a conference on tins 
subject from Sept 29 to Oct 1 at St Vincent, Aosta Valley 
near Turin, Italy Further parncuhrs may be had from tlic 
general secretary of the Association, Burggasse 71/1/6, Vienna 7, 
Austria 

Central Council for Health Education 
The annual conference of this Counal will be held on Thurs¬ 
day, Jan 26, at 10 30 A M , at the National Film Tlieitrc, 
London, S E 1 The theme of the conference will be the Road 
to Maturity and the speakers will include Dr Datid Stafford- 
dark and Dr Al S Harvey Further particulars may be had 
from the medical director of the Council, Tavistock House 
North, London, W C 1 
International Congress of Neurology 
This congress will be held from Sept 10 to 15 in Rome 
Subjects to be included m the programme are neurological dis¬ 
orders in porphyria, phenylketonuria, and galietosuria, brain 
disturbances associated with cardiopulmonary disorders, and 
aphasia On Sunday, Sept 10, a symposium of neurological 
genetics will be held m conjunction with die international 
confcrt-ncc of genetics Further particulars may be had from 
Dr G Alema, Viale dcH’Univcrsita, 30, Rome 


Sir Robert Platt, P R c p , has been elected to the honorary 
fellowship of the American College of Physicians This will be 
conferred on him in AJay when he visits the United States to give 
the Lilly lecture 

Dr G W Corner, for mem r s , historian of the RocVcfcllct 
Insntute, New Nork, and director emeritus, department of embryo¬ 
logy of the Carnegie Institution of Washington, has been oppomted 
cxecutiv c officer of the American Philosophical Society, Philadelphia 
He will retain a connecuon with the Rocycfellcr Institute ns suiting 
professor 

On Monday, Dec 5, at 8 15 p M , at the Marlborough Day Hos¬ 
pital, 38, Marlborough Place, I ondon, N W B, Dr Joshua IJiercr 
will speak on the Future of the Mental Health Services in Great 
Britain 

A meeting of the Biochemical Society ssill be held on Friday, 
Dec 16, at 10 10 A vt, at Guy s Hospital Medical School, London, 
SE I 

A meeting of the medical and scientific seaion of the British 
Diabetic Association will be held at University College Hospital, 
London, W C I, on Friday and Saturday, April 7 and 8 


Appointments 
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THE DUMPING SYNDROME 
OJNICAL AND RADIOLOGICAL ASPECTS* 

H T Cos 

ALA,MX) Cantab ,FR.C SX 

CONSCI.TAKT Sn^GEON, 

WIT HIN GTOS AKD WYTHESSHAWE HOSPITALS, MANCHESTER 

W R. Aixani 

Oxon., M B Edm , F R.C S , F R C SX 

SCPGICSL REGISTRAR, WTTHINGTON HOSPITAL, ALANCHESTER 

This paper is based on a study of the dumping attacks 
m 500 panents who had had an elecnve gasmc operanon 
in the past sis years 

It deals with the chmcal aspects of the dumpmg attacks 
which maj follow the mgesuon of certain normal foods 
and with the radiological appearances dunng them We 
have not, as other m\ esngators has e done, used hypertomc 
glucose to produce symptoms resembhng those of the 
dumpmg attadt. 

Clinical Aspects 

Classification 

Patients with dumpmg attacks can be divided mto two 
mam groups m one, the attack is brought on bv a large 
meal, m the other bj particular foods There is a further 
group m which the svmptoms though resembhng those of 
the dumpmg attack, ha\e no weU-defined relation to the 
size or nature of the meal Most of these sjmptoms are 
probablv those of hypoglj cteima 

Cho-ce cf Patients for Irvestigation 

The disadvantage of miestigatmg dumpmg attacks 
after a large meal is that it may mdude some constituent, 
of which the patient and the mvesngator are unaware, that 
mmates dumpmg, qmte apart from the effect of distension 
We hai e, therefore, confined this mi esnganon to patients 
who'e attacks of dumpmg are brought on bv particular 
foods Cos and Kerr (1957) showed that there was, after 
o°o partial gastrectomy without vagotomy, a defimte 
sdecuve impairment of digestion for milk, milk puddmgs, 
eggs, fattv foods, pastries, and chocolates These foods 
produce either a dumpmg attack or svmptoms of 
diapepsia 


“ as if aU the use had oramed out of me ”, and “ as if I 
was gomg to die ’ 

Dunng a severe attack of dumpmg, the patient is totaUi 
mcapaatated If he contmues to walk durmg the attack, 
he staggers and falls to the ground The patient usually 
hes down, not to reheve the attack, but simplj because he 
cannot stand up 

The \ertigo of which the panent is said to complam, 
IS not a true vertigo, but a sensation of bemg hght-headed 

Alost severe attacks mclude ocular symptoms These 
have been vanouslv descnbed bj the patient as an mabihty 
to focus, a blumng of irsion, the presence of a dark 
shadow m fixint of the object looked at, or a sensation of 
seemg thmgs as if far away A patient was gii en a news¬ 
paper to read She was quite unable to read the small 
pnnt, but could just read the large hea dlin es 

Both posture and exerase can determme whether the 
patient has an attack 

(1) An attempt was made to take snperfiaal and deep 
temperatures on a few panents dunng the dumpmg attack. This 
meant that thev had to he fiat When m this posinon, no major 
attack of dumpmg could be reproduced and the panents 
expenenced onlv a mild and transient weakness not sufnaendv 
severe to be worth mvesnganon These panents had recendv 
had major attacks of dumpmg when standmg or walfcmg after 
takmg similar foods 

(2) A panent said that his dumpmg attacks espenallv after 
sweet fattv foods, could alwavs be brought on bv walkmg after 
the meal, but could be delaved or presented bv hang down 

(3) In another panent, dunng radiological exammanon, a 
severe attack of dumpmg necessitated his Ivmg horizontally 
on the X-rav table. After the attack had passed off, the head 
end of the table was slowh raised When it reached 45°, the 
attack recurred with its ongmal mtensitv, and the table had to 
be replaced m the horizontal posinon 

(4) A panent had a severe attack of dumpmg five mmutes 
after a mixture of hot milk and egg, taken standing up and 
followed bv the usual slow walkmg Three weeks later this 
mixture, m the same amount and at the same temperature, but 
given when she was Ivmg down, produced no attack of dump¬ 
mg durmg a penod of thirtv min utes She then walked up and 
down, and withm two minu tes she had an attack as severe as 
her previous one 


R<-pToduction of Natwal Dionpirg Attacks 
Panents who gave a dear history of dumpmg attacks 
brought on bv pamcular foods were mvTted to attend as 
outpanents, and were giv en these foods Two pomts are 
important firstlv, the attempt to reproduce the attack 
should be earned out m a room at or abov e av erage ward- 
temperature, secondlv, the panent must not he down after 
eatmg but should walk slowlv up and down 


Chneal Picture 


We hav e reproduced fifteen attacks of dumpmg dunng 
the past SIX vears, and these notes are based on our 
observanons 

The outstandmg svmptom of the dumpmg attack is 
profound weakness, usuaUv assoaated with hght-headed- 
ness AU other svmptoms are relauv elv mmor ' The weak¬ 
ness is general, but mav espeaaUy affect the legs 
It has been descnbed bv the panent as “ feehng awful ”, 


Bated oa a p-esidenual address befo-e the 
Maadseste- Medical Soaetv, October, 105S 
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sectioa of surgerv. 


Recumbenev delavs or prevents the onset of the dump¬ 
mg attack, a vertical posinon does the opposite Gertmg up 
after Ivmg down brmgs on the attack with its ongmal 
mtensitv 

The mterval between takmg pamcular foods and the 
onset of the dumpmg attack has vaned from two mmutes 
to twentv mmutes m our senes, when the meal has been 
foUowed bv slow walkmg After a hot-milk-and-egg 
mixture, sweetened or unsw eetened, the mterval is usuaUy 
three to fiv e mmutes Among the faaors vv hich affect this 
mterval are (1) the temperature of the food, hot milk 
produemg an earher attack than cold, (2) the temperature 
of the surroundmgs, heat agam acceleranng the attack, 
and (3) a diminishing tendenev to dumpmg attacks 

There is no paUor dunng the attack. Most panents 
become drowsv and imtable when the attack is passmg 
off 

Vomiting was noted once onlv a s mall amount of bile bemg 
returned Ko diarrhoea has occurred m relanon to the dumping 
attack. 

AA 
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Blood-prcnsurc durinp nttacks did not fall in a way that 
could account for the B>mptom5, m fact, there was often 
a slight rise 

Rndlologlcnl n\nminntlon 

6 patients (see table) were X-rayed durinp natural 
dumping attacks 

The foods responsible for tlie attacks were 

Milk, with one beaten-up egg (2 esses), milk, with one 
besten-up egg and one teaspoon of sugar (1), and Horhcks, 
with one beiten-up egg and one teaspoon of sugar (3) 

All these foods were gi\cn hot The \oIumc w is 8 o? (227 
ml), CNcept for a pitient in the Horlicks group who took only 
5 07 (142 ml) The average interval between giving these 
foods and the onset of the attack Was three minutes the short¬ 
est interval was two, and the longest, five minutes 

In 4 of these 6 p itlcnts, the attack was so Incapacitating that 
they were unable to continue standing during the examination 
The other 2 attacks were of moderate seventy 

Procedure 

A preliminary examination after a b irium swallow outlined the 
gastric stump, stoma, duodenum or jc)unum (according to the 
type of gastric opciation) and showed the rate of cmpt>ing 

1 he patient, having eaten the food respon ,iblc for dumping, 
walked slowly up and down He was rc-scrccncd at intervals 
and on the first symptoms of the attack, a complete radiological 
examination was done If necessary, the patient was given 
further swallows of barium 

Imincdiiitcly the attack had passed off, more films were taken 
after further birium swallows (if necessary) 

Controls 

1 wo sets of controls were used In the first, 3 of the 6 patients 
were given 8 o/ (227 ml) of hot tea without sugar or milk after 
tlic dumping attack had passed olf In the second, 4 additional 
patients were given 8 oz (227 ml) of liot milk, with one beaten- 
up egg and one tcaspoonful of sugar Tliis mixture had 
previously caused dumping attacks in all 4 patients, but these 
foods no longer produced symptoms 
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Results 

The preliminary' examination in all 6 patients showed a 
normal oiltlinc of gastric slump, stoma, nnd upper 
jejunum or duodenum, witli the usual rapid emptying nnd 
hypcrpcristnlsis 

The screening in the 4 patients with severe nttacks of 
dumping showed complete stasis nnd dilatation, nfTcct- 
ing the gnstric remnant, duodenum, nnd jejunum, 
All forward movement ceased The appearance nnd 
disappearance of these changes coincided with tlic start 
nnd finish of the dumping attack 2 patients with less 
severe attacks showed similar but lesser changes All 
films taken immediately after the attack showed complete 
return to the normal emptying nnd hypcrpcristalsis shown 
in the preliminary examination (figs 1 nnd 2) 

The first patient was X-rayed by Dr J Blair Hartley, who 
remarked that the findings were those to be expected from 
X-raying a body on the postmortem table Whether the patient 
was viewed erect, horizontally, or in any oblique position, there 
was absolute stasis, apart from a small trickle of barium into 
odjacent coils on palpation or immediately after a ehangc in 
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posiuon There r\ere no signs of increased fluid m the gut— 
that IS, there was no dilution of the contrast medium, no blur¬ 
ring of the mucosal pattern, and no flmd levels 

In the 3 controls given hot tea without milk or sugar after the 
attack had passed off, the active peristalsis demonstrated m the 
prehirunary fllm was unchanged The four patients given hot 
milk wth an egg and sugar without producmg any symptoms 
of dumpmg also showed no change m the active peristalsis 


Discussion 

Our findings differ from those of previous workers in 
two essential pomts—^the absence of motor activity and 
the lack of evidence of mcreased fluid m the gut durmg 
the attack 


Glazebrook and Welboum (1952) described increased 
motor activity in the jejunum at the time of dumpmg 
symptoms Amdrup et al (1958) demonstrated mcreased 
motor activity and signs of increased fluid m the gut durmg 
dumpmg symptoms All these mvestigators used a 50% 
glucose soluuon to produce the symptoms Such symp¬ 
toms can be reproduced by hypertomc glucose (MacheUa 
1949), and there seems no doubt that motor activity is 
mcreased, perhaps with signs of mcreased fluid m the gut, 
when symptoms hke those of dumpmg are reproduced m 
this way We do not know, however, whether the cause 
and mechamsm of these symptoms are the same as those of 
the natural dumpmg attack mduced by normal foods We 
have reproduced the natural dumpmg attack after certam 
normal foods, and our findmgs are based on the vahdity of 
natural phenomena There is stasis, dilatation, and no 
penstalsis m the gastnc remnant, duodenum, and jejunum 
during the natural dumpmg attack that follows certam 
normal foods There is no evidence of mcreased fluid m 
the gut 

Summary 

Dumpmg attacks after subtotal gastrectomy may be 
brought on by eatmg specific foods—^imlk, milk puddmgs, 
eggs, fatty foods, chocolates, and pastries The outstand- 
mg symptoms of an attack are profound weakness and a 
feelmg of hght-headedness A severe attack may totally 
mcapaatate the patient Walkmg, especially m a warm 
atmosphere, and takmg foods that are hot, mcreases the 
seventy of the attack 


Radiological examination durmg attacks shows stasis, 
dilatation and no penstalsis, m the gastnc remnant, 
duodenum, and jejunum The appearance and disap¬ 
pearance of these changes comaded with the start and 
fimsh of the attack The worse the attack, the more 
strikmg were these changes 

Those workers who used 50% glucose solutions to 
reproduce symptoms like those of dumpmg, suggested that 
hj^erpenstalsis is present m a natural dumpmg attack 
Our findmgs were quite unexpected, and demonstrate the 
importance of mvestigatmg the natural dumpmg attack 
that follows normal food 


n thanks to Dr J Blair Hartley and tc 

rJ .V. h tJoher^ for carrying out the radiological examinations, and 
to the South Manchester Hospital Management Committee foi 
nnanaal assistance 
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INTRINSIC FACTOR ANTIBODY 
IN SERUM FROM PATIENTS WITH 
PERNICIOUS ANiEMIA 

MiCaiAEL S(2nVARTZ 
Ai D Copenhagen 

MEDICAL DEPASTMEN-T B AND CENttRAL LABORATORA, 
BISPEBJERG HOSPITAL, COPENHAGEN, DENMARK * 

Antibody to Castle’s mtrmsic factor (if) was demon¬ 
strated m 1958 by Taylor and Morton m serum from 
rabbits immumsed with either hog or human i f The 
antibody, or at any rate an i f -inhibiting substance, w'as 
demonstrated m faecal-excretion experiments on patients 
wnth pernicious anemia m whom immune serum from 
the rabbits inhibited the effect of i f , both hog and 
human 

Faced with the problem of acqmred resistance to i F 
m patients with permcious anaenua treated orally, I 
looked for i f antibody and found it m serum from 
several of these pauents (Schwartz 1958) At the same 
time, this I F -inhibitmg substance alone could not explam 
the acquired resistance to i f , since the i F anubody was 
also present m patients with permcious anaemia treated 
by mouth, who did not have mtestinal block 

The presence of an i f -inhibiting substance (antibody) 
m the serum of patients with orally treated permaous 
anffirma has been confirmed by Lowenstem et al (1958) 
and by Berhn (1959) Most recently, Taylor (1959) has 
found I F antibody m 9 out of 19 patients either treated 
by parenteral admimstration, or else untreated 

Durmg the past 2 years, I have exammed a large 
number of sera for i f antibody These sera were 
obtamed from patients with permcious ansmia, and from 
normal subjects In addition, mvestigations have been 
made to elucidate the nature and mode of action of the 
presumed antibody 

Methods 

The methods used were essentially the same as reported 
earher (Schwartz 1958) 

'®Co vitamm B,, ivas used in most investigations All the 
hog pylonc mucosa was from the same batch The Schilling 
(unnary excretion) test was used throughout 0 5 (ig ''Co-B,, 
was adimmstered by mouth and, H/j hours later, 1 mg 
unlabelled B,, mtramuscularly The test for anubody agamst 

• Present address Medical Department F, Copenhagen Countj Hospital, 
Glostrup, Denmark 
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t—^Urinary excretion in four Schilling tests In o patient with 
pernicious ansemia 

(1) ''OTithout 1 F , (2) With I F (100 mg hog ptlonc mucosa), (3) 
■With I F plus 50 ml serum with i f antibodt, and (4) with if plus 
50 ml normal serum Dotted line = lower limit of normal 
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PATIENT NO 

rift 2—Urinary excretion In Schilling test 

(a) Without I F , (6) w ith 100 mg hog pyloric mucosa, and (c) with 
100 mg hog pyloric mucosa plus 50 ml scrum from 39 patients with 
pernicious anicmia treated orallj with vitamin B, , plus hog pjloric 
mucosa Figures are percentages of administered '’Co-B, or 
••Co-Bij c’ccrcted in 24 hours 


1 F was earned out by mixmg 100 mg hog pyloric mucosa 
with a small amount of water, and then with 50 ml serum at 
room temperature 10 minutes later the miNturc was given 
orally with the test dose of‘"Co-B, Fig 1 shows the standard 
procedure and the result of the urinarv e\cretion tests (U E T ) 
using a serum with, and a serum without, i r anubody 

Results 

The obiect was to find an explanation of the ntrogenic 
block in \itarmn-B,. absorption wluch often occurs in long¬ 
term treatment wath oral preparations of \itamin B, plus 
hog PI lone mucosa (‘ Bendogen ’, ‘ Cycoplex ’) (Schwartz ct 
al 1957, 1958, Killandcr 1957, Lowenstein et al 1957, Stokes 
and Pitney 1958) I F antibody was found in the preliminary 
study (Schwartz 1958), and m a larger senes this finding was 
confirmed Fig 2 gives the result of looking for i f antibody 
m 39 patients treated by mouth with preparations of vitamin B,- 
plus hog pylonc mucosa for more than a year It will be seen 
that I F antibody vvus found in more than half the patients, 
often in such quantity that the effect of 100 mg hog pylonc 
mucosa was abolished 

In scrum from normal persons, such an if -inhibiting 
action could not be detected Fig 3 gives the result of the 
study in 39 normal persons in none of whom did the adminis¬ 
tration of 50 ml scrum affect the i r activity 

It has already been shown (Schvvanz ct al 1958) that 
pcmicious-anxmia patients treated orally by crude stomach 
preparations cither acquired no resistance to hog l F, or else 
did so to a slight extent only Sera ‘rom a group of patients 
treated (often for decades) exclusivclv bv Niis method, proved 
to contain I F antibody about as often as sera from patients 
treated wath vitamin B,. plus hog pvlonc mucosa (fig 1) A 
feature common to these two groups is tliat for vears tlicy have 
been receiving heterologous if 



PATIENT N5 


Fig 3—Urinary excretion In Schilling test 

(a) Without I F , (fr) w ith 100 mg hog py lone mucosa, and (c) w ith 
100 mg hog pylonc mucosa plus 50 ml scrum from 39 normal 
persons Figures arc percentages of administered “Co B, excreted 
in 24 hours _ 
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Fig 5 gives the 
result of an investi- 
gation of 33 previ 
ously untreated 
piticnts with per¬ 
nicious ana.mia In 
a little over 25',,, 
antibodv was detec¬ 
ted in the scrum 
5 patients treited 
LNclusivelv b\ in¬ 
jections did not 
have I! antibody 
Sera from 91 
patients with 
pernicious ana.nua 
were studied IF 
antibody was found 
in 36, most of whom 
had been treated 
orally with hog l r, 
but it was also pres¬ 
ent m several vvitli 
untreated disease 
The quantity (50 
ml ) of serum used 
in all these and ear¬ 
lier experiments was 
chosen irbitnrily 
The technique 


4—Lrlnnr) excrellon In Schilling Icet 
a) Without I F , (M Wiih 100 m Iw pylo ■= muco a anJ fo 
h 100 mg hog pvlo'ic mucosa plus 50 ml erum from 1 
h p-rnictou 5 an-emia tte-ateJ o-aII\ wilh a crude t -marl, p , 

j I igurcs arc pcrccmares o" a Jr"mi 'cred Co B. <>' o 

tn !»l hnurs 
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Kj S—^Lnnary excretion m SchilUng test 
(a) Without I F, (6) with 100 mg hog pylonc mucosa, and (c) 
with 100 mg pylonc mucosa plus 30 ml semm from 33 pauents with 
untreated permaous anjEmia Figures are percentages of admims- 
tered' Co-B,, or ‘“Co-Bi excreted m 24 hours 



Fig 6—^Lrmary excretion m Schilling test 

With 100 mg hog piloric mucosa plus varrmg amounts of 
scrum from 3 pernicious anemia patients with i F antibodv Each 
curve represents 1 patient Figures are percentages of admimstered 
'“Co-B, excreted m 24 hours 


stomach), showmg that the i f anabodt acts upon hu m an l F 
As IS apparent from fig 8, it also inhibits rat l F 

The I F antibody is also effective against human i f m vivo 
Fig 9 shows 2 panents, both of whom had normal Bj, absorp¬ 
tion, one with achlorhvdna and the other without In the 
achlorhvdnc patient, the i f antibodv was acm e agamst hog i f 
and there was as well an almost complete inhibition of the 
panent’s own if In the panent wnth free hydrochlonc aad 
m the stomach, the i F antibodv was evndentlv inactive. 

Discussion 

It was soon fairlv evndent that the i f antibodv did 
not account for the treatment mduced block m mtestmal 


allows, to some ement, ntration of the quantity of antibody, the 
amount of IF (antigen) bemg kept constant, and the amount 
of serum (annbody) varied 

Fig 6 shows such a ntranoa, usmg serum from 3 different 
patients 5 ml of the most acnve serum contained suffiaent 
antibody to abohsh the effect of 100 mg hog pylonc mucosa, 
which normally affords an almost maximal absorption effect 
The middle curve shows the l f -inhibitmg activnty of a serum 
m a case where the patient (with untreated permcious an auma) 
served as the test subject 

Hog 1 F had been used m all the experiments so far described 
but the IF antibody evidentlv acts upon i f from other animal 
species 

Fig 7 presents the result of experiments, usmg l f of human 
ongm (desiccated, degreased, crude fundus of a human 


absotpnon, if only because no correlauon could be foimd 
between blockade and presence of annbodv However 
attracny e this hypothesis rmght be, it seems to have been 
completely disproved by the findmg that the antibody is 
not speaes-speofic and that it may be present also m 
untreated permaous anErraa 

There are several good reasons for assuming that we 
are dealmg with a true annbody of immime nature 

1 Taylor (1958) found that i F possessed anngemc 
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7—Lrmar> excrcuon in Schilling test 
mi* i r, (2) wxth 100 mg hog pvlonc mucosa, (3) with 100 

“S hog pvlonc mucosa plus 50 ml serum with IF annbody, (4) with 
human i r (JOO mg desiccated human fundus), and (5) with human 
F plus 50 ml serum with i F annbodv (5a—repeat of 5 ) 


12 3 4 5 12 3 4 

Fig 8—^Unnary excretion m Schilling test 

(1) Without I F , (2) vath hog l f (100 mg hog pylonc mucosa), 
(3) ■VPith rat IF (50 ml rat gastric juice), and (4) with rat I F plus 
10 ml scrum from patient vnih i f antibodv Figures are per¬ 
centages of administered **Co-Bi 5 excreted in 24 hours 
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12 3 4 12 3 

Histamine Fast Normal 


achlorhydria person 

Fig 9—Urinary excretion In Schilling test In 2 patients without 

pernicious onnimla 

(1) Without I F , (2) with hog I F , (3) with hog i F plus 10 ml 
scrum with I F antibody, and (4) with 10 ml scrum only (patient 
with achlorhydria) Figures are percentages of adiiunistcred 
‘"Co-Bi, excreted in 24 hours 

properties, since rabbits could be immunised by i F, produemg 
an antibody abolishing its most charactenstic property— 
namely, the ability to promote the absorpuon of vitarmn Bj, 

2 The active fartor in serum possessmg i f -inhibinng 
action is localised to the globulm fraction as rrught be expeaed 
of an antibody (fig 10) 

3 Hydrocortisone treatment of pauents with I F antibody 
in the serum may result m disappearance of the antibody— 
at least temporanly (Taylor 1959) This disappearance of the 
antibody-content during treatment wath a corticosteroid 
strongly implies that it is an anubody of immune nature 

The demonstration in vitro of a reaction between the 
hypothetical antibody and the corresponding anugen 
(if) would be an even more cogent argument that the 
substance is a true antibody 

Some of my sera with i F anabody, as shoivn by the 
method I have desenbed, were investigated by Taylor 
with Coon’s techmque using fluorescein labelling of the 



Flir JO — LirInAr> excretion in SehUJififT test 

(1) Withou<-1 F , (2) mth 100 mg hog I F , (3) with 20 ml serum 
wi h IF amibodv, aod with proteins in scrum—total (4) and 
.epa-ated into albumin (5) and globulin (6) fractions Figures are 
pc'ccntagcs oradiiunis cred ' Co-Bj, excreted m 24 hours 


antibody, and 
human stomach 
as anngen The 
results were not 
conclusive 
Lmvenstein ct 
al (1958) have de¬ 
scribed a method 
for demonstrating 
I F antibody, us¬ 
ing eryihrocytes to 
which hog I F had 
been bound by 
hirdiazobcnzidine 
Agglutination of 
the treated ery¬ 
throcytes takes 
place in the pres¬ 
ence of antibody 
Lowenstein et al 
found IF anti¬ 
bodies m serum 
from rabbits im- 
mtmised with hog 
IF, and in the 



Fig II—Effect of I r nntlbod} on binding 
between **Co\ltnmIn D|, ond hog pjloric 
mucosa 

0 5 (ig "Co-B,, was mixed with (1) i f 
(100 mg hog pyloric mucosa) and water, 
(2) water, (3) scrum with I F nntibodj, and 
(4)1 F plus scrum with I F antibody Each 
mixture was dialysed for 16 hours against 
tap water and the remaining radioaaisity in 
per cent of the original was measured 


sera of some pauents with pcrniaous 'ui'cmia, orally 
treated, and refractory to hog i F preparauons 
By a modified Boyden technique, Latncr (1959) studied 
a number of sera from pauents with perniaous anrmia 
He states that the results were higWy suggesuve, but 
docs not give further details Using his tanncd-rcd-ccli 
(T R C ) technique, Boyden examined several sera from 
my pauents Out of 42 sera studied by my technique as 
well as his own, 28 gave the same result with both mctliods 
(14 being posiuve and 14 negauve), but in 14 instances the 
two methods gave different results Those sera which 
gave the higher utre with the U E T method also gave a 
stronger posiuve reacuon with Boyden’s T R C tcchiuque 
These invesugauons arc being continued 

The result of these various demonstrauons, in vitro, of 
IF anubody must be taken as an indicauon that it is of 
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Hypothetic effect of If antibody on obsorption of vitonn Bn 

Fig 12—Ab,orp<!on of ihamln B.r-woriwat ond In prr«encc of 
IF antJbodj 
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true immune nature 
Improvements m the 
red-cell agglutmaoon 
methods would be ex¬ 
tremely helpful m the 
contmued studies 

Effect of the IF 
Antibody 

The mode of action 
of the IF antibody is 
obscure, since the 
mode of action of the 
IF Itself has not been 
defimtely elucidated 
Possibly, further 
knowledge of the i F 
may be obtained 
through the antibody 
We know that IF is 
necessary for trans- 
portmg vitanim B 12 m 
sufficient amounts 
from the intestinal 
lumen to the mtestmal 
wall (and possibly far¬ 
ther afield m the body) 
How the absorption of 
vitanun is effected 
by the IF is unknown, 
but It IS assumed that 
the mucosa of the 
small mtestme posses¬ 
ses a specific acceptor 
capable of “ catchmg ” 
Bij plus I F (Glass et 
al 1954) 
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PATIENT NO 


Fig 13—Urinary excretion in Schill¬ 
ing test 

(a) Without IF, (6) with 100 mg 
hog pyloric mucosa, and (e) with 100 
mg hog pyloric mucosa plus 50 ml 
serum from 11 pauents with partial 
gastrectomy and defective i f produc¬ 
tion Figures are percentages of 
administered ‘'Co-B,, or ‘“Co-B,, 
excreted m 24 hours 


All IF preparations possess a marked Bjj-bmdmg 
property Preparations possessmg i f activity without 
Bij-bmdmg properties are not known 
The effect of the i F antibody might be directed either 
towards the bmdmg between B^ and i F, or towards the 
bmdmg between the combmed product Bjj plus i F and 
the (hypothetical) mtestmal acceptor 
The first possibihty is not likely From fig 11 it may 
be seen that m vitro the antibody does not prevent the 
bmdmg between Bjj and i F , and that it is not itself 
bound to Bij The second—^namely, that the i F antibody 
prevents i f plus Bjj from reactmg with the specific 
acceptor of the small mtestme—^is more probable In 
fig 12 an attempt is made to illustrate this graphically 


Pernicious Ancemia as an Autoimmune Disease 

Smce the antibody to i f is demonstrable m the blood 
of patients with untreated permaous anemia, it probably 
arises from autoimmumsation Permaous ansmia, m 
some cases at least, may be an autoimmune disease, as 
suggested by Taylor (1959) The reason the antibody is 
much more common m patients with permaous ananua, 
treated orally for some length of time, than m untreated 
patients could be that the long-term treatment with i F 
might raise a \ ery low antibody ntre to measurable values 
m some of the cases 

^Tiether the autoimmumsation occurs because of, 
*^11 same time as, the destruction of i F -producmg 
** s (bj gastritis, for example) or w hether autoimmumsa¬ 
tion IS pnmarv, the antibody bemg formed first (for some 


unknown reason) and then reacting with the i F -producing 
cells, must so far be pure speculation Recently, Siurala 
et al (1960) demonstrated major or mmor i F deficiency 
m a group of patients with severe atrophic gastnus They 
emphasise that chmcally some of these patients cannot 
be distmguished from those with permaous anaemia 
Investigations of sera from such patients for i F antibody 
would be of great mterest 

A deficiency of i F is often found after partial gastrec¬ 
tomy (Lous and Schwartz 1959) In such cases, the IF 
defiaency is usually latrogemc, and, theoreucally, the 
pauents should seldom if ever have any i f anubody 
Studymg 11 pauents with IF defiaency after parual 
gastrectomy, I did not find i F anubody m any case 
(fig 13), but no defimte conclusion can be drawn until 
a larger number of sera have been studied 

Summary 

Sera from 91 pauents with permaous anarma were 
studied for anubody to mtrmsic factor (if) This 
anubody was found m 36 pauents, mainly those treated 
orally for some time, and also m several pauents with 
tmtreated permaous anaemia Sera from 39 normal 
persons did not contam i f anubody 

The anubody is not speaes-speafic, because it acts 
upon I F from man, hog, and rat It does not appear to 
be related to acquired resistance to hog i F 

It IS a true anubody, locahsed to the globulm fracuon 
m the serum, and it is demonstrable m vitro It seems 
to be direned agamst that part of the i f molecule which 
is necessary for B^ absorpuon 

The anubody may be characterised as an autoimmune 
substance, and so ^ere is a possibihty that permaous 
ansmia may, m some cases, be an autoimmime disease 

I wish to thanh Dr S Boyden, Tuberculosis Immunisauon 
Research Centre, Copenhagen, for performing tests for antibody 
with tanned red cells, and Mrs B Moller Petersen for valuable 
technical help The hog pyloric mucosa was supphed by Meco- 
Dumex, Ltd, Copenhagen 

This work was supported by grants from Statens Videnskabsfond, 
Umversity of Copenhagen, and Kmg Chnsuan X’s Fund 
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“ Today we are being confronted with specimens that are 
either very small or m which the lesions are sbghtor 
minitnal Under these new conditions it may well be that 
microscopic diagnosis may not have the same degree of vahdity 
and rehabihty that it has for the more usual large biopsy 
specimen taken after the disease process has become well 
estabhsbed it is necessary that we keep dearly m mind the 
chief purpose of domg a biopsy which is to collea as objectively 
as possible the histopathologic evidence of disease and then to 
evaluate this evidence m the hght of other ewdence available 
about the pauent’s illness Objecuvity m makmg histopatho¬ 
logic diagnoses and careful and honest coixelauon with the 
subsequent clmical course of the patient are proved ways of 
adding to knowledge that we should not hghtly discard ”— 
Prof William B Wartmas, m d , Arch intern Med 1960, 
106, 603 
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ASYMPTOMATIC HYPERPARATHl'ROIDISM 

Mari G McGeou'n 
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C M B Field 
MD Bdf.MRCPE.DCH 

P^lATRICIAN, BELFAST Cm HOSPITAL 

HYPERPARATmTioiDisM may present itself in many 
clinical guises This case is recorded because of tlie 
imusual sequence of events which led to the diagnosis 
A baby was admitted to hospital uath tetany, and because 
of this the mother’s serum-calcium was estimated She 
was free from symptoms but was found to have hypercal- 
caimia Eventually, a parathyroid adenoma was removed 
Hyperparathyroidism in the mother has been diagnosed 
before because of tetany in the baby (Fnderichscn 1939, 
Bruce and Strong 1955) but the previous patients differ 
from ours m showmg obvious chmeal signs of hyperpara¬ 
thyroidism 

Methods 

Serum-calaum was determined by the standard method, 
using ovalate precipitation and titration with perman¬ 
ganate Each sample of the mother’s blood was deternuned 
in duplicate 

Phosphorus was determined by the method of Fiskc and 
Subbarow (1923), and crcatitunc by a modificauon of tlic 
method of Peters (1942) Manmtol infusion was earned out as 
desenbed by Fourman ct al (1960) Calaum infusion of 15 
mg per kg was done over a four-hour period from 10 a m to 
2 pm after four days of a low-calcium diet Four-hourly unne 
collections were made for twenty-four hours before infusion 
(control) and for twentj-four hours aftenvards 

Case-record 

The baby —A full-term bo>, wcighmg 9 lb 10 oz, was 
delivered normallj, and progressed satisfactorily on amficial 
feedmg until the fourth day of life, when twitclung of the face 
and limbs began This gradually increased until, by the sixth 
day, It had become conunuous, and he wns admitted to hospital 
Apart from these movements, no other abnormalities could be 


TABLE I—BLOOD-CHEMISTRV OF INFANT 


Age 

(davs) 

Serum calcium 
(mg per 100 ml) i 

1 

Scrum phosphorus 
(mg per 100 ml) 

Alkaline phospha¬ 
tase (King 
Armstrong units) 

6 

5 9 



8 

72 



12 

1 58 



16 

6 5 

i 44 

22 

18 

1 78 



25 

> 81 

10 3 

51 

27 

85 

10 0 

25 

33 

10 0 , 

79 

30 

39 

11 0 

85 

29 

49 1 

100 ‘ 

t 

4 3 

6 


discovered on chnical cxarmnation He fed well, and had a 
normal erj Chvostek’s and Trousseau’s signs were negative 
No albumin or reduemg substances were present in the unne, 
tile cerebrospinal fluid was normal, the blood-urea was 43 mg 
per 100 ml, and the serum-calaum 5 9 mg , X-rajs of the skull 
and hands were normal 10 ml of calaum gluconate was 
given intravuiouslv, and this relieved the movements for five 
hours Intenmttent therapy with intravenous calcium gluconate 
was given whenever tvvatclung occurred or the serum-calaum 
fell After the fourteenth day, effervescent tablets of calaum 
glucono-galaao-gluconatc (Sandoz) were given by mouth, the 
dose varving from three to five tablets daily After thirty-three 
davs the dosage was reduced, and was finallv stopped when the 
mfant was tlirec months old Dunng the enure time, the infant 
fed well, gamed wcicht, and appeared bnght and alcn Scrum- 


calcium, serum phosphorus, and alkaline-phosphatase values 
arc given in table i 

The mother —A mulupara, aged 28, was completely free from 
symptoms, and had never suffered from svmptoms referable to 
the urmarv tract or to the skeleton She was energetic and had 
an CNccllent appeutc She did not suffer from any form of 
dyspepsia, and was not consupated During the recent 
pregnancy, she had sev ere nausea and vomiting from the fourth 
to the twcntictli week, although during her previous three 
pregnancies she had had only slight morning nausea from tlic 
fourth to the twelfth week At the thirty-sixtli week she was 
severely aniunic and the haamoglobm rapidly fell to 42% (6 1 g 

per 100 ml) The red cell count w as 2 7 million per c mm at this 
time The blood-film was said to show anormocytic,hyT)Ochro- 
mic anxmia, but later mcgaloblasts were found in the " buffv ” 
layer Bone-marrow showed megaloblastic cry thropoicsis The 
anaunia was treated with transfusions of packed cells, 'Ter- 
rivemn ’, and folic acid Durmg the last four weeks of the 
pregnancy she again had severe vomiung 

Three weeks after delivery, she appeared perfcrtly healtliy 
She was not anmmic, and tlierc was no abnormality in the 


TABLE n—BLOOD-CHEMISTRV OT MOTHER 


Date 

Serum calcium 
(mg per 100 ml) 

Scrum phosphorus 
(mg per 100 ml) 

Urine cnlcium 
(mg pcr2;hours) 

Nov 2,1959 

10 7 

25 


Nov 16 

Nov 23 

12 1 1 

27 

IS (normai diet) 

Tcb 12 1960 

12 2 

34 

April 13 

April 17 

146 

1 

25 

63 {Ioi> calcium 
dicl) 

April 19 

n 5 

30 

April 24* 

10 0 

3 9 


June 10* 

10 5 

3 1 



• After operation 


skeletal system The kidneys were palpable, but not tender 
The only abnormality was that tlic blood-pressure was raised— 
160/95 mm Hg 

X-rays of the urmary tracts did not show any calafication, 
and there was no abnormality in X-rays of skull and hands 
Hicmoglobin was 15 9 g per 100 ml, limmatocrit value ms 
48%, and the mean corpuscular haimoglobin concentration was 
33% On her first visit, tlic scrum-calcium was 10 8 mg per 
100 ml but the scrum-phosphorus was 2 5 mg per 100 ml 
On all subsequent occasions the serum-calaum was raised 
(table ii) The scrum-protems were 6 2 g per 100 ml with a 
normal clcctrophoraic pattern The alkaline phosphatase was 
115 King-Armstrong units Tlircc weeks after delivery, the 
urmary excretion of calaum was low on a normal diet and it was 
also m the low normal range five months later on low-calaum 
mtakc (150 mg per twenty-four hours) The blood-urea was 
38 mg per 100 ml and the glomerular filtrauon-ratc was 70 
ml per nun (clearance of endogenous crcatinwc) The ratio of 
the clearances of phosphate and creatinine, after four days on 
the low-calaum ict and in the fasting state, wts 0 05 at a 
scrum-phosphorus level of 3 0 mg per 100 ml Tlus is vvilliin 
the normal range (McGcovvn 1957), and the phosphatc- 
cxcrction index (Nordin and Fraser 1960) was —0 0-16—also 
vvithm the normal range The response to intravenous infusion 
of calcium was also normal, the scrum-phosphorus rising to 

1 1 mg per 100 ml and there being a fall ( 82 '„)m urinary excre¬ 
tion of phosphate compared witli tlic control day The urine 
osmolality under conditions of dehydration rose to 1075 
milliosmolcs per litre, and m response to mannitol infusion it 
fell to 610 milliosmolcs per litre (normal) After loading wi h 
ammonium chloride (0 1 g per I g), the unnc-pll fell ® ^ 
At operauon, the left upper parathyroid gland v as large and 
reddish It was remov cd, and w as found to measure 18 11 
0 3 cm The right and left lower parathyroids both appeared 
to be normal, but the right upper one could not be identified 
despite a careful search Histologically, the left upper paia 
thvTOid vvas an adenoma, largdv composed of chief cefis, 
waih a tendency to form actni 
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Convalescence was uneventful Four davs after paratlivroid- 
eaoinvj the senun-calaum was 10 0 mg per 100 ml and the 
serum-phosphorus was 3 9 mg The blood-pressure was 
153*80 mm Hg 


Discussion 

There are se\ eral features of interest in this case The 
hyperparathyroidism was diagnosed before there were 
either renal calcuh or detectable bone changes The 
previously reported patients both had bone changes and 
renal calcuh In Fndenchsen’s (1939) patient^ as m ours, 
the finding of tetany m the infant led to mvestigation of 
the mother The child reported by Bruce and Strong 
(1955) showed symptoms at the age of 1 year, and the 
diagnosis of hyperparathyroidism was made at 3'/• When 
the child was 6, hyperparathyroidism was recogmsed m 
the mother Both the previously reported infants were 
breast-fed and did not dev elop tetany until some tune after 
w eamng Our mfant was bottle-fed from birth, and tetanv 
was apparent on the fourth day 

The patient’s feelmg of wellbemg despite a considerable 
elevation of the serum-calaum level was an unusual 
feature The nausea and vomitmg dunng the last preg¬ 
nancy was probably due to the hvpercalczmia, as she had 
expenenced only shght mommg nausea dunng her 
previous three pregnanaes, and it is our impression that 
women usually follow the same pattern of gastromtestinal 
symptoms m successn e pregnanaes The baby’s alk alin e 
phosphatase was somewhat high even for the neonatal 
penod, which suggests that its skeleton had been subjected 
to the action of the mother’s excessive arculacmg para¬ 
thyroid hormone A pregnancy two years earher had been 
completely normal, without vormtmg or anremia, this is 
presumptive eviaence that hyperparathyroidism had not 
been present then The relam ely bnef duration of the 
fayyierparathyroidism probably explams the absence of 
both renal calcuh and bone changes 

The level of the mother’s serum-calatim was normal 
when she was first seen, although it was afterwards always 
elevated Many patients with hyperparathyroidism have 
a normal serum-calaum from tune to tune, mterspersed 
with elevated values (McGeown and Morrison 1959) One 
normal value for the serum-calaum is never sufBaent to 
exclude hyperparathyroidism if there are climcal grounds 
for suspectmg it The serum-phosphorus also usually 
fluctuates, as it did m this patient The urinary calaum 
was not elevated on either of the occasions when it was 
estimated, although there was only minor impairment of 
renal function 

Smce various measures of unnarv phosphate excretion 
are widely used to assess parathyroid function, it is 
mterestmg that the ratio of the clearances of phosphate and 
creatimne was normal for the level of the serum-phos¬ 
phorus, as was the phosphate-exaetion mdex (Nordm and 
Fraser 1960) The response to mtravenous infusion of 
calaum also followed the normal pattern Fourman et al 
(1960) hav e suggested that tests of renal tubular function 
may have diagnostic value m hyperparathyroidism, but 
this panent behaved normally dunng osmotic diuresis 
induced bv manmtol infusion, and m response to am- 
momum-chlonde loadmg, as have other patients we have 
studied (McGeown 1960) In faa, the more speaahsed 
tests of parathyroid function were all without value m 
diagnosis m this patient This has often been our expen- 
Mce amongst patients suffermg from relanv elv mild 
hyperparathyroidism of short duration 


We wish to thank Mr E-nest Morn'on, F R c s E , who carried out 
the parathyroidectomy 
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The msulin acnvity of the blood in the v enous dramage 
to the pancreas, measured biologically (rat-diaphragm 
method or rat-adipose-nssue method), is less than that m 
simultaneously sampled artenal blood, and oxvgenanon 
of blood, either m the lungs or m vitro, can lead to a rise 
m the biologically estimated msulin activity (Young 1959, 
1961) The present mv esngauon was made to determme 
the distnbution of msulin acnvitv among fiacaons of 
plasma-proteins prepared from artenal and venous bloods, 
obtamed from animals, or from blood oxygenated or 
deoxygenated m vitro 

Methods 

Esnmanon of Insiihn Acnvtty 

The method of Randle (1956), mvolvmg the use of 
isolated rat diaphragm suspended m the buffer described 
by Gey and Gev (1936), was used 

In Its apphcanon to blood-serum or blood-plasma, 0 5 ml 
and 0 1 ml samples of the serum or plasma were diluted to 
2 0 ml with buffer for the esnmanon of glucose uptake bv one 
hemidiaphragm Otherwise samples—usually 2 mg —of 
freeze-dned fracnons from plasma-protem fiacnons were 
dissolved m 2 ml of buffer, and the influence on the glucose 
uptake of isolated rat hemidiaphragms was detenmned m the 
usual way 

Blood 


In some instances samples of artenal and venous blood were 
withdrawn alm ost simultaneously from anxsthensed (pento¬ 
barbitone) anim als through polyethylene catheters mto cen¬ 
trifuge pots contaimng pa raffin oil In experiments m which 
the plasma was to be fracnonated, the centrifuge pots also 
contamed atrate as an anncoagulant, but no anncoagulant was 
used where es tim ations were to be earned out on unfiac- 
nonated serum 

In other mstances blood was obtamed from the slaughter¬ 
house, either defibrmated or treated wuth atrate as an anti¬ 
coagulant Samples of the same lot of blood were oxvgenated 
or deoxygenated m vutro by bubblmg through them a mixture 
of 9510 oxygen with 5°„ carbon dioxide, or 95‘’o mtrogen with 
5% carbon dioxide, as desenbed by "ioung (1961) 


Fractionation of Blocd-plasira 

Fresh atrated plasma, or, m a few instances, defibrmated 
serum, was fracnonated by the metliod of Lever et al (1051), 
which myolves separanon by preapitation with ethanol at 

• Jwm March Fourdauon Fellow (Span, in the Dep,nTnicnt of Biochemis 
Univcrsm of Canbndge. 
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Fig 1—Activity In rat-dlaplirogm test of protein Troctlons prepared 
from serum from deoxygenated pig blood (vertically botched 
columns) and o*J gennted pig blood (borizontall) hatched columns) 
b> the method of Lever et al (1951) 

Fraction A=fnirtions l+in of Lever et al 
Fraction B=fraaion n (y-globulins) of Lever et nl 
Fraction c=fractions rv+v (albumins Ac) of Lever et al 
Fraction D=fraction vi of Lever et al 

An average of 1 mg per ml of buffer/hemidiaphragm of each 
fraction was used in the tests, and the columns represent mean values 
for 16-24 rats 


—5°C under controlled conditions Dialysed soluuons of the 
separated fracuons were freeze-dried and stored at low 
temperature for subsequent insulm assay Four mam fractions 
are obtained m this way—designated fractions A, E, C, and d for 
the purposes of tlie present mvestigation Accordmg to Lever 
et al (1951), the fracoon vv e designate A (=their fracuons l-fin) 
contams P,-lipid-poor euglobulins, and other 

globuUn-like proteins Our fracuon b (=their fracuon ii) 
consists of Y-globulms, our fracuon C (=their fracuons iv-v-v) 
contams serum-albumms, and some oj-glycoprotcins and 
hpoprotems, while our fracuon n (=thcir fracuon vi) contams 
traces of albununs and of small protems in general 

In our hands, fracuon A amounts to about 15% of the total 
material recovered after fractionation Similar amounts of 
fracuon B ()-globulms) arc obtained, while the fracuon c 
(largely senim-albununs) amounts to about 60% of the total 
recovered We find that fraction d vanes m amount, but 
averages about 10% of the total recovered 

Results 

Fig 1 shows the mean results for all four fracuons from 
oxygenated and deoxygenated pig blood-plasma 

The vglobuhns (fracuon b) from the oxygenated blood 
contain more than twice as much msulin acuvity as those 
from deoxygenated blood, the difference being highly 
sigmficant (p<001) A smaller difference is also seen 
with the albumin fracuon (fracuon c), though this differ¬ 
ence IS not stausucally significant on the basis of the 
number of experiments done Differences in the opposite 
dirccuon, though not significant stausucally, are seen with 
fracuons A and D 

With blood from other speaes examined (human, dog, 
rabbit) the general pattern of differences betvv cen the 
fracuons from oxygenated and deoxygenated t>loods is 
similar, although variaUons arc seen from one individual 
blood sample to another 

Fig 2 shows the results found wath indmdual samples 
of the 1 -globulins (friction b) of blood from human beings 
and from dogs Though differences occur between the 
absolute results for the different samples, the [-globulins 
from oxvgenated blood all contain more msuhn acuvaty 


FIs 2—^ActlvltJ In rnt-dlaphrogm test of Y-globuIIns prepored from 
deoxygenated or venous blood (vertlealij hatched columns), and 
from oxygenoted or artcriol blood (Iiorlrontall, hatched columns) 
H, ■=liuman Wood Sample 1 
H,t=human blood Sample 2 
D, = do6 blood Sample 1 
Dj^dog blood Sample 2 

1 mg per ml of buffer/hcmidiaphragm of each fraction was used, 
and the columns represent the mean values for 4-8 rats 


than those from deoxygenated blood In every instance 
the difference was stausucally sigmficant (r <0 05) With 
one sample of human blood and one of dog blood, the 
Y-globuhns from the deoxygenated sample exerted, not 
an msubn-lihe acnon, but an action wluch depressed the 
glucose uptake of the isolated rat diapluragm—that is, it 
possessed an insuhn-mhibitory acuon 

As IS shown in fig 1, the albumin fraction (fraction c) 
from deoxygenated pig blood also exerted an insulm- 
inhibitory acUon, as opposed to the insulm-likc activity of 
the albumin fracuon from arterial blood Although this 
difference is not stausucally significant on the basis of 
the number of experiments we have carried out, an 
mhibitory acuon of albumin from deoxygenated or 
venous blood of the species we have examined has been 
consistently found m our cx-penments This may be of 
physiological importance, despite the smallness of the 
effect seen, because of the magnitude of the nlbumm 
fracuon 

The curious result with fracuon D (fig I) is also repeat¬ 
able wath the samples of plasma we have examined so far, 
the effect is small, and the amount of fracuon n variable, 
and we have insufficient data yet to assess the possible 
sigmficance of these findings 

In preliminary results wadi dog (greyhound) blood 
obtained from the anTSthctiscd animal we have, vviih 
samples from four different animals, obtained a reversed 
dose-response curve wath unfracuonaicd scrum from both 
oxygenated and deoxygenated blood That is to ^ 
effect of 0 5 ml of scrum (diluted to 2 ml with buffer) on 
the glucose uptake of isolated rat diaphragm is less than 
that of 0 1 ml (diluted with buffer to 2 ml) Sueh an 
effect may be related to the action of insulin 
of the typie described by Vallancc-Owcn (I960) Whether 
this observauon is peculiar to the greyhound is a matter lor 
further mv csugation, but it is true that, 
anomalous dose-response rclauonslup for the unlrac- 
uonated scrum, the between venou, nnd 

arterial blood scrum described by Young (1961) is still 
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Discussion 

The results obtained with the fractions of plasma- 
proteins agree with the observation of Young (1959j 1961) 
that an important change occurs m the msulm-hke 
activity of serum or plasma when blood passes through 
the lungs or is otherwise oxygenated, the process bemg 
largely reversed when the blood becomes deoxygenated 
by passage through the tissues or otherwise The observa¬ 
tions with plasma-protem fractions so far recorded 
suggest that the most important change occurs m the 
Y-globuhn fraction (fraction b) and is such that oxygena¬ 
tion of the blood greatly increases the msuhn-activity of 
the Y-globuhns, m some mstances convertmg a significant 
inhibitory action on isolated diaphragm to a substantial 
msulm-hke activity Quantitapvely, the changes m the 
Y-globuhn fraction probably contribute most to the total 
result seen with diluted whole serum or plasma (cf Young 
1961), but the contribution of the other fractions cannot 
be Ignored As yet no attempt has been made to compare 
the integrated activities of the various fractions with that 
of the whole plasma, but with the reversal of the normal 
dose-response relauonship seen with blood-serum of the 
greyhounds, examined under the conditions described by 
Randle (1956) for the assay of plasma-msuhn acavity, the 
dose-response relationships for the separated fractions 
merit more mvesUgation than has so far been possible In 
general, prehtiunary mvestigauons suggest that the 
differences between the activities of Y-globuhn fracoons 
from oxygenated and deoxygenated bloods do not greatly 
vary with the amount of the fraction tested, provided that 
a dose is tested which is large enough to have a sigmficant 
effert on isolated diaphragm 

Most of the experiments described here have been 
carried out with blood oxygenated or deoxygenated m 
vitro, but similar results were seen with blood obtamed 
m a naturally arterial or venous state For example, 
experiment Dj (fig 2) was one carried out with naturally 
arterial and venous bloods 

Yoimg (1961) was cauuous m ascribing the results with 
serum or plasma to the acnon of msulm itself, but the 
present experiments have largely been carried out with 
2 mg of the fractionated plasma-protems dissolved m 
2 ml of buffer—conditions m which the non-specific 
effects of plasma-proteins are likely to be very shght 
Young (1961) recorded negative results for experiments 
designed to reveal an enhancement or dimmution of 
activity of msuhn added to blood which is then oxygenated 
or deoxygenated m vitro Such negative results, combmed 
With the observation of the substantial inhibitory activity 
m the diaphragm test of some Y-globuhn fractions from 
deoxygenated blood, suggest that the oxygenauon and 
deoxygenation of the blood may be exerted on the activity 
of insulin inhibitors or antagonists rather than on ins ulin 
Itself, though no final conclusion about this can yet be 
drawn The distribution of such mhibitors or antagomsts 
among the plasma-protems may also be influenced 

As recorded by Young (1961), oxygenauon and deoxy- 
genauon of separated plasma or serum under condinons 
similar to those used for whole blood exert no sigmficant 
effect on the msuhn acuvity of the plasma or serum, and 
the effect of oxygenauon appears to depend on the presence 
of the cellular components of the blood, most probably the 
erythrocytes 

The possible physiological imphcauon of these results 
discussed by Young (1961), and, although the present 
findings do not extend the scope of such considerauons. 


they do reinforce them From a pracucal point of view it 
seems unwise to regard venous blood as similar to arterial 
blood for the purposes of any biological (or, indeed, non- 
biological) assay of blood consutuents unul evidence is 
available that such an assumpuon is justified The possible 
role of the lungs m altermg the biological acUvity of 
consutuents of the blood-plasma clearly merits further 
research With respect to the assay of msuhn activity in 
blood-plasma by biological means, the differences in 
results for whole plasma between different laboratories, 
and the similar differences m the results for separated 
fracuons of plasma-protems (Randle and Taylor 1960) 
might well be influenced by whether or not samples of 
venous blood have become oxygenated durmg the 
preparauon of plasma or serum Agam, further mvesUga¬ 
tion is needed to throw hght on this quesuon 

Summary 

The observation of Young (1961) that plasma or serum 
from arterial blood, or from blood oxygenated m vitro, 
exerts a greater msulm-hke acuvity on isolated rat dia¬ 
phragm than does plasma or serum from comparable 
venous blood, or blood deoxygenated m vitro, has been 
extended by an exammauon of the msuhn acuvity of 
separated plasma-protem fracuon 

In the Y-globulm fracuon from arterial or oxygenated 
blood, prepared by the method of Lever et al (1951), 
sigmficantly greater msulm acuvity was found than m 
a sinular fracuon from comparable venous or deoxy¬ 
genated blood 

The albumm fracuon prepared by the method of Lever 
et al (1951) showed quahtauvely similar, but not stausu- 
cally sigmficant, differences Differences between other 
fracuons were also observed, but these also were not 
statistically significant on the basis of the number of 
experiments performed 

The mcrease m msuhn acuvity of the blood-plasma 
which results from oxygenauon of the blood is therefore 
associated with an alterauon m the distribuuon of msuhn 
acuvity among plasma-protem fracuons In parucular, the 
msuhn acuvity of the Y-globulm fracuon is raised The 
possibihty IS discussed that oxygenauon of the blood 
causes a reversible depression in the acuvity of msuhn 
inhibitors or antagomsts present m plasma protems, as 
well as a possible redistribuuon of them among the protein 
fracuons Other mechamsms clearly may play a part Such 
a postulated depression m acuvity of msuhn inhibitors or 
antagomsts would be reversed when blood passes naturally 
from the arterial to the venous state, or is deoxygenated m 
vitro 

Possibly the lungs not only oxygenate the blood passing 
through them but also alter the biological acuvity of some 
of the consutuents of the blood-plasma, of which msulm 
is one 

We thank the British Diabetic Association for a grant for expenses 
which made this research possible We are indebted to Dr R S 
Comline, department of physiology, Umversity of Cambridge, for 
obtaming blood samples from animals under carefully controlled 
conditions on our behalf 
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IN WEST DEVON WATER-SUPPLIES 

JOH'i D Abbatt 
A1 B Edin , D M R 

MEDICAI, RADIOnlOI OCIST AND aJIEF MEDICAL OFFICER, 
GENERAL ELECTRIC COVtPANT LTD , ERITH, KENT 

J R A LAKn • 

S Sc , Ph D Shcflicld, A Inst P 
D J Matihas 

SFSIOR HEALTH nmiCISTS, MEDICAL RADIORIOLOOT DEPARTMENT, 
ATOMIC ENERGT DIMSION, GENERAL ELECTRIC CO , LTD , ERini, KENT 

A RECLNT report on the une\ en distribuuon of cancer in 
West Devon (Allcn-Pricc 1960) suggests that some agent 
or agents assoented wth the water-supplies was respon¬ 
sible for the unev en distribuuon The incidence of cancer 
(deaths per 1000 living) was shown to virj' between areas 
wath different sources of drinking-water Though the 
evidence was not conclusiv'e, it was dear that an invesuga- 
tion of the water-supphes would be of great interest, and 
their radioactivity is now being invesugated 

Radioactivity is not necessarily the only factor, and only 
some of the prehminary results arc given here, since they 
arc of sufHcicnt interest and importance to be described 
separately 

The objects were to determine whether any of the 
water-supplies contained measurable quantiues of radio- 
acme material, to identify the source and nature of any 
ncuvaty, and, if possible, to make a quinutativ e assessment 
Water Sampling 

CoUcctiait 

Samples from West Devon sources collected in 5 6-Iitre 
polyethylene jars—a method chosen for convenience of 
collecuon and transport but in the light of subsequent 
measurements perhaps not the best method The first 
step was a crude measurement of any radioactive material 
in the water, preferably without chemical treatment of the 
samples so that later chemical analysis would not be 
prejudiced Before they were used, all the sample bottles 
were made chcmicallv clean, rmsed m distilled water, and 
tested for radioactivity 

Samples were taken from drinking-water taps, wells, 
reservoirs, and surface supplies, such as quarry chutes 
Most sources inv esugated hav c rcccntlv been replaced by 

• Picsen; address Department of Nuclear Science and Tcchnofof:>, Ro>aI 
Natal College Grecn%vich London, S L 10 


mains water sxio __ __ - __ 

for human 
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cncc between // 

the water ^ ^ ^ 

sampled and |5«io’- A / Iw A 

cancer inci- 8 is/' 

dcnce in the ^ i 
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ini/'cn-. 1—Idcntlficntlon of rndon In Devon ttnter 

^ Gnmmn Bpcctrtitn of Devon water sample 

comporetl with the spectrum of Know-n radon 
ttnndnrd There 1 b some drift In povltlon of 

T n r h pcake due fo the necessnrj long coundnir 

^ ^ ^ times (see appendix) 

radioactiv c 

counpng laboratory’ at Erith, environmental radioacinttv 
IS measured in preparation for the commissioning and 
operauon of nuclear power stations For the initial 
radioassay of the water samples the cMSting techniques 
of the laboratory were used, but more sophisticated 
methods arc being dev eloped 

The samples came from Devon by tram, and the routine 
counung method was then applied 

(1) Exterior of the simple bottle uishccl uiih imeme inter 

(2) Baci-ground count carried out on a large htav ilj shielded sodium 
iodide crystal using distilled uatcr 

(3) Apparatus calibration count with radon inter or a radium 
soliilion 

(I) Sample count with date and time recorded 

(5) Dailj repeat counts where possible (for half life dclcrmmation, 
&c ) 

Further details arc given in ihc appendix 
Results 

The estimated spcafic activities at the time of collection 
of 51 samples and their source (well, tap, reservoir, chute, 
&c )arc given in the table All samples came from drinking- 
w’atcr sources (some now disused or closed) referred to by 
Allcn-Pricc (1960) 


CHAHIItl MUMBCR 

rijf 1—Tdcntiricntlon of radon In Devon water 
Gamma upcctrtim of Devon water sample 
compored with the spectrum of Know-n radon 
ttnndnrd There 1b tome drift In povUlon of 
pcakB due Co the necessnrj Jong counting 
times (tee appendix) 


RAOlOASSA\ OF UATTR SAMPLES 


Code no 

Source (tap well rcvcrvoir 
chute Ac ) and date (1*>60; 

1 1 

Tc'vnsupplj (tap) Search 9 

2 1 

Spring I’mervoif) 

Mav 12 

■> 

Reicrvojr 

April 6 

2 3 

\rcii (UP) 

Mav 12 

2 t 

Well 

Ma Ji 10 

2 5 

9: el! 

10 

2 6 

Spring 

Ma> 12 

2 7 

\%c2l 

M 10 

3 1 

XTcll 

n 

4 1 

^utc 

April 6 

4 1 

Chute 

M3> 4 

4 2 

Spring 

April 6 

4 2 

Sp ing 

su> 4 

4 4 

Pump 

Mav \ 

4 S 

Spr 

O-T IQ 

5 4 

Spring 

Slar^h 10 

6 I 

Spring 

O-t 26 

h 1 


A'' dS 

K 2 

Ke^cfv 

SlJ> 5 

H 2 

Sr i-g 

S - 21 

« 3 

Sia r» wa er fia'') 

21 

o I 

la-' (ttc 1 rank) 

O 24 

10 1 

1 U" 

Miy 4 

10 2 

I ^-^p 

3 

U 1 

Ta-» (.t- i"*.) 

Ot 24 

\2 2 

Ken'* -T-n 

SMy 11 



Source (tip well retervolr 
chute, Ac ; and d4te 


Retervoir 

Sept 21 

Tap 

S{a> 10 

Tap (well) 

, 10 

Knerv oir 

Sept 2M 

I ump 

(3a 19 

Pump 

Ma> 10 

Chute 

O t 17 

Chute 

M3> 11 

\Xcll 

It 

Kevervt ir 

Sept 2H 

Sp ing 

SU> 10 

Knervoi 

M*r h 9 

VC ell (pu-’o) 

Ma) S 

VCell ( ) 

5 

U c» ( > 

5 

Pumn 

It 

I Lm’v 

11 

Pumn 

3 

Well 

O 1 17 

Pu*^n 

Mi; ^ 

Spring tj'’* 


Fc'ir'vo f la*') 

26 

Srri'-" < a'') 

3 

t'.-i 

S pr 21 

C!hj ^ 

Ma h S 


Specific activit) citimatcJ 
at lime of collcLiJ-in {i iC 
per ml radon daufthterv) 

f- 1 
h 5 
7 1 
2 0 
0 2 
I 

06 
0 I 

1 V 

2 0 
^0 I 

*• 0 
•• I 

n ? 
s t 
1 ^ 

1 0 
1 1 
l> 1 

n I 

0 2 
I 2 
4 O 
< \ 
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Fig 1 shows a gamma spectrum of a typical high- 
acuvity water sample, and compared -OTth the spectrum of 
a knoivn radon sample The results of gamma spectro- 
metrv and half-hfe detemunations (see appendix) identi¬ 
fied radon as bemg at least primarily responsible for the 
gamma activity of the samples 

Discussion 

These assays of water from West Devon show that 
natural radioactivity -vanes from less than 0 1 [luC per ml 
to 13 3 uulC per ml The same vanaQon m natural radio¬ 
activity has been noted m other parts of the Umted Kmg- 
dom It is soil too early to speculate on the exact relation¬ 
ship between the madence of cancer and the radioactivity 
of drinlong-water, but the vananons m activity of water 
reported here are similar to, or greater than, the vananons 
m the natural acnvity of foods recently' recorded by 
Turner, Radley, and Mayneord (1958) 

As a precaunonary measure all the appreaably radio- 
acnv e w ater-supphes m West Devon have been cut off and 
replaced by macnve supphes 

Though It IS now clear that some waters are highly 
radioacnve m this area where unexpected vananons m 
cancer madence have already been demonstrated, there is 
not yet enough matenal to allow a sansfactory stansncal 
analysis An mtensit e mtegrated programme of measure¬ 
ments (both of radioacn-vity and trace elements) is there¬ 
fore bemg conduaed, together inth a soaal survey The 
pnnapal arm is to deter min e the extent of mdiwdual and 
hence of populanon exposure The whole mvesnganon, 
of which this report is only a facet, is bemg coordmated by 
Prof J S Mitchell, regius professor of physic m the 
Umversity of Cambndge 

Summary 

Wide vananons m the natural radioacnve content of 
■water-supphes have been demonstrated m West Devon 
and elsewhere Unexpected vananons m cancer madence, 
apparently related to water-supphes, have also been 
reported m West Devon 

An mtensive progr amm e of measurement of radio- 
acnvTty and a soaal survey is now bemg conduaed m 
West Devon to try to define the extent of mdivadual 
exposure m the area to radianon and to any other agents m 
the water, and to relate this exposure to any effects that 
may be produced 

We should like to thank Dr E D AUen-Pnce and Miss P B 
Pletcher for their mv aluable advnce and assistance, particularly with 
water-sampling We are particularly grateful to Professor Alitchell 
for his contmued advice, support, and criticism The social sun e\ is 
bemg carried out with the generous support of the Joseph Rowntree 
Memorial Trust Our thanks are also due to L P Gorman for 
techmcal assistance, and to the General Electric Co Ltd for per¬ 
mission to publish measurements made in the laboratory of the medical 
radiobiologv department at Enth, Kent 
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Appendix 

MEASUREMENT OF RADIOACTIVITY 
-^5503^ of Total Activity, Spectrum Analysis, and Half-Itfe 
llcterminatjons 

"^ater samples were collected m 56 litre poljethylene bottles, 
g rare not to disturb the water, and samples were usually free 
rom sediment and debris The screw caps were sealed tighdy, and 
niarked with a code number and time and date of collection Thev 
ere dwpatched b\ overnight tram, and most of them w ere receu ed at 
nin for counting 12 hours later The outsides of the bottles were 
tti ^shed, rinsed with distilled water, and counted on a gamma 
scmuUauon counter 


The apparatus consisted of a 3 in deep \3 in diameter sodium 
iodide phosphor or crystal encapsulated m aluminium with a glass 
wmdow (Nuclear Enterprises [G B ]) and opticalh troupled to a 
5-m diameter type EMI 6099 photomultipher tube (EMI Elec- 
tromes) This assembly was light-tight and was mounted mside a 
cyhndncal steel shield, approximately 5 m thick with an mtemal 
diameter of 8 m The crystal w as protected with a clean sheet of paper 
and the water sample m the 5 6-htre bottle w'as placed on top of the 
phosphor The photomultipher was coupled to it h\ way of a cathode 
follower to a type NE 5202 non-overloadmg wide-band amplifier 
(Nuclear Enterprises) and E h t was obtamed from a tyT)e-532 
stabilised power umt (Isotope Developments) The output pulses 
were counted on a tvpe-1009E scaler (D\Tiatron Radio) Pulse-height 
analysis was carried out on a Marshall 100-channel pul«e-height 
analyser (Marshall (Cambridge), or on a type-A"101 smgle-channel 
pulse-height analyser (Dvnatron Radio) 

For the imtial tests the apparatus was calibrated with a solution of 
m the 5 6-litre bottles The lodme gamma-ravs were counted at 
an efficiency of about 3% agamst a background of about 500 counts 
per min ute Many of the water samples tested had high enough 
activities to produce identifiable gamma spectra, and one of these is 
shown m fig 1 

The channel wndih of the spectrometer mcreases exponentially 
with channel number The energies of the peaks were checked agamst 
“ Cs and *®Co standards, and comparison with published spectra 
suggested that the actintv w as due to radon and its daughter products 
Subsequent tests with water cont ainin g radon confirmed that this 
element w as the pnncipal source of the obsen ed gamma actinty, and 
a radon spectrum is superimposed m fig 1 to illustrate the agreement 
The duration of the sample count was about 20 mmutes, so some drift 
IS apparent m the position of the peaks 

To confirm the presence of radon, 1 mC samples of radon gas m 
glass seeds were obtamed from the Radiochemical Centre, Amersham 
The glass seeds were broken mside a 20 ml metal and glass syrmge 
which was conneaed to a standard blood-transfusion bottle b\ pimc- 
tunng the rubber seal with the syTmge In this wa\ most of the radon 
gas was transferred to the bottle, and after a suitable delay for 
equilibnum to be estabhshed, aliquots were removed with a second 
syTmge to be diluted m the 5 ^htre bottles These samples were used 
for the quahtame comparison described above 

An accurate calibration with these samples pro\ ed difficult due to 
(a) the adsorption and absorption, &.c , of radon and us daughter pro¬ 
ducts on the walls of the vessel, and (i>) the possibihn that «ome of the 
radon sample was not transferred or not uniformly mixed m the 
standard bottle 

The geometry of the coimtmg system was tested by (a) diluung a 
l-litre sample m a 5 6-litre bottle m steps of 1 litre and countmg at 
each step imtil the bottle was filled, and (6) remo\Tng water from a full 
bottle, agam countmg at each step 

After coirectmg for the contmued reduction m specific acti\Ttv 
it was found that the count did not increase significantly with more 
than 4^/ hires m the bottle In all cases the empued bottle show ed a 
significant count due to residual activity on the \ essel wall For the 
preliminary tests this effect was neglected smee m all cases the bottles 
were counted full Usmg the solutions made up from Amersham 
radon samples, a sensiuvity of 320 c p m abo\ e background for each 
1 julC of radon plus daughters per ml w’as obtamed 

To cdieck this and also to pro% ide a com ement standard for sub¬ 
sequent countmg (i e , one which would not decay significantly) a 
sample of radium (0 068 [xC—20°©) m association w’lth 100 mg 
barium chlonde (A R C C source RC34) was dissolved m dis¬ 
tilled water and made up to a full 5 6-litre bottle This ga\ e 340 c pun 
above background for 1 {xiiC of radium m assoaation wrth its short- 
hved daughter products (radon, radium A, radium B, radium C) 
which have, of course, essentiall\ the same gamma spectrum as radon 
plus daughters This cahbrauon figure was not used, but all counts 
were referred to the radium sample to correct for \’anations m the 
apparatus As a further check a radon seed (sealed) was mserted mto 
a 5 6-liire bottle filled with distilled water at \arious pomts above the 
base, and a weighted mean \*alue of the sensiti\’in obtamed was found 
to be eqmvalent to 290 c p m per 1 {luC per ml, a reasonable 
agreement 

Where possible, countmg was repeated on three consecum e day s, 
and the sample activity w’as deduced from the extrapolated count-rate 
expected at the time of collection of the sample The radioactne 
decay of some samples W’as obser\ ed o\ er 14 dav s and apparent half- 
lives of between 3 0 and 3 3 day s w ere observ ed These \’alues are 
well below the true radon half-hfe of 3 825 days, but are withm the 
limits of accuracy of these prelmunarv measurements 

Other Tests 

To ascertam whether radon gas was responsible for the 
activity some samples were subjected to a \anety of tests 
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Tie 2—Effect of bubbllnB (aeration) on radon atondard In distilled 
svater and on Deson water sample BubbllnB reduces gamma 
actl\lt> of radon stater and to a lesser extent that of Deson sample 
The process ssas repeated In Deson sample sshere Impurities and 
particulate matter ssere present 


Some simples ssere treated ssith a mixed-bed ion-exchange resin 
(Bio demineralite, Permutu Co) Both the resin and the effluent 
ssere then counted The nctisitj of the resin dcca)ed ssith approvi- 
raateij the theoretical half life of ridon daughter produas and the 
effluent increased in gamma actisit>, reaching equilibrium at a losscr 
salue than that before treatment after about 2 to 3 hours 

Some samples ssere treated b> boiling, or bj bubbling air through 
the open sample, and in each case shossed a reduaion in gamma 
actisitj (fig 2) 

A simplified method, sshich ssas later used on site ssas filtration of 
the ssater through a milliporc filter (A F 600 membrane filters, 
Mcmbranfiltcr-GcssellschafO and the beta actisitj of these discs ssas 
counted ssith the aid of a GM2 Geigcr-Atueller end ssindoss beta- 
counter This method remos ed the daughter products from the ss ater 
samples Ssith sariabic cfflcienc), but in all cases the daughters could 
be identified bj half life The beta actisit) of the daughters could be 
detected ssith an efflcienc) of about 30°o so that this method, although 
not reliable for quantitatisc ssorK, gase an easy field method of 
detecting the more aatse sources 

The quanmamc results obtained by tlus method confirm 
that radon gas is the mam source of actis ity, but do not exclude 
the possiblitj of die presence of small quantities of longer- 
hsed acusirj 


EFFECT or TRIIODOTHYRONINE 
ON SERUM-BILIRUBIN LE\'EL AND 
NEONATAL DE\T:L0PMENT OF THE 
PREMATURE INFANT 

H Shrand 

M B Cape Tossai, M R C P , D C H 

LATE RESIDENT PAJIIATKIC OFFICER* 

C R J RinwEN 
M Sc Lond , F RIC 

nlOCHEAUST 

QUEEN aiARLOTTE’s SUTERNEn HOSPITAL, LONDON, W 6 

In a controlled trial of truodothsroninc m neonatal 
hj’porbilirubim.mia, Lees and Ruths cn (1959) found 
csTdcncc of some losscnng of the scrum-bihrubin leads 
in treated infants As these cfTccis ssere more apparent in 
premature babies, sse hasc earned out a further trial, 
confined to this group, but using double the previous dose 
of die drug 

Methods and Results 

For the first fisc dass of life, premature infants betas cen 
000 and 2100 g birthsscight ssere allocated at random to 
a treatment group or to a control group The treated 
infants rcccised 10 ,ig tniodothyroninc (‘Tertroxin 

• rrn'* iJi f 1 Tl " I Chi J i Hc*s*^j aI c' Gu)**! Scu k 

Km • Lc-i - S L 1 


3 5 3'-miodo-L-th\TOnine sodium) in a single daih 
dose mixed ssath a htde of the feed Scrum-bilimbm ssas 
determined bj methods of Lees and Rudiscn (1959) on 
the first da> of life, and then daily unul die peak let el ss-as 
passed Weight, temperature, feeding ability, and general 
state of alertness or lethargy ssere noted dailv Infants 
vvath Rh and ABO incompaubihty were excluded from 
the trial 

The mean peak bihrubin-Iesel in die treated senes ss-as 
higher than in the controls (table i), but this difference 
was not significant at the 5% lev el (t = 1 86,0 05 < P < 0 1) 
The mean period benveen the day of birth and die day of 
peak bihrubinaimia Icv-cI, although longer in treated 
babies, did not differ significantly from the mean time 
taken by the control group (tabic i) 

The mean weight lost by the controls was less than the 
treated babies, although tlus difference vs as not statisti¬ 
cally sigmficant In both groups, the birthsscight ssas 
regained within the same ume (table it) No differences 
were observed bctsscen the control and treated infants in 


TABLE 1—TIME OF OCCURRENCE AKD LESTL OF THE BILIRUBIN TEAK 


1 

Group 

! 

No in 

! 

Mein 1 

bilirubin level 

Mean period from birth to 
reach peak bilirubm Jcvcl 



(rUB per 100 ml) 

I (hr) 

Control 


8 95-4-1 33 

97±109 

Treated 

H 1 

11 5i:l 31 

105±116 


temperature regulation, feeding ability, degree of alertness 
or lethargy, or general appearance 

Discussion 

The findings of Lees and Ruths cn (1959) that a daily 
dose of 5 pg triiodothy romne given to premature babies 
produced a decrease in mean bilc-pigmcnt level, suggested 
that the drug might accelerate bilirubin conjugation and 
consequently its excretion In this senes, however, the 
prematures, although receiving double the previous dose 
of triiodothy romne, showed ncitlicr a reducuon in 
bilirubin (table j) nor any improvement in tlicir general 
development (table ii) 

Westphaletal (1959), who gave 25 gg triiodothyronine 
to newborn mfants, found a statisucally significant increase 
in the number of treated infants whose scrum-bilirubin 
level either remained stauonary or fell between the second 
and fourth day of hfc when compared witli controls 
Because Wcstphal ct al (1959) used difTercnt criteria from 
ours, and studied premature and full-term infants as one 
group, the two invcsugations arc not strictly comparable 

In all reported studies only small changes of mean bilc- 
pigmcnt level have been found, so it is conceivable that 
shght alterations in variables might account for the 
apparently contradirtory results between the present trial 
and previous ones Although it is not possible from the 
evidence to pinpoint the difference, these factors might 
have played a part (1) a random sclcaion instead of 
altcmaung tnal and control infants, (2) the variation m 
the comparauve mean birthvveights of the test and 


TABLE II—VIEA. WTICIIT OlA CE^ DLBI G riRJT 11 DAVS Ot LUT 
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f 

\o 

1 in 
jrrou'' 

Mean birth 
vcifthl fK ) 

Mean wciffht 
I'M (BV 
^rcenta-eef 
p rrhAc fh / , 

Mean *t 

eijtht 

(<!■»/•') 

Mean as it 
v>hj h 1 jnh 

refj rf-i 

Cor rrl 
Trra eJ 

14 

i4 

I7t0 

6 ft 
iO 4 

40 

62 

no 
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cxintrol groups m the respective trials, and (3) differences 
in weight-loss after birth Birthweight influences the 
seventy of neonatal jaundice (Bilhng et aL 1954), and 
weieht-loss mav be accompanied bv hsmoconcentration 
which mieht result m a nse m bile pigment level (Lucev 
1960) 

As the truodothyromne dosage used m this senes lay 
between those given by 'Westphal et al (1959) and Lees 
and Ruthven (1959) anv connection between our 
mcreased dosage and the tendency to higher bihrubm 
levels m the test group can probablv be discounted Even 
so, some drugs given to the mother before dehverv or to 
the newborn infant may mcrease the madence of 
kemicterus, even m the presence of serum-bihrubm 
levels previously cxinsidered harmless (Hams et al 1958, 
Lucey and Dolan 1959, Lucey 1960) Though there was 
no evidence m this tnal that tniodothvromne had anv such 
action, this possible danger, together with our present 
negative findings, suggests that there is no place for 
tmodothvronme m the treatment of neonatal jaundice 

S umm ary 

Dunng a randomly controlled mal of tmodothvronme 
m premature infants, it was not possible to confirm the 
previous claims that the drug lessened the degree of 
neonatal jaundice 

It IS a pleasure to express our tlianks to Dr A ‘^Tlute Fr ank l in , 
Dr A. P Normari, D- Jolm Murrav, Dr Merton Sandler, and the 
research team at Queen Charlotte s \laterrutT Ho'pital 
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AKrEAHA DUE TO 

“BLUE-RUBBER-BLEB” NfiaVUS DISEASE 

G M Berlyne 
M.B Manc,MJR.CJ> 

TCTOR IX \SEDIC3XE, tTXIVEasm DEPUnstCKT OF MEDIdXE, 
MANCHTSTES ROYAL INrIRMAPT 

X Berlyne 

M3 Manc,MR.C3E D3„M 

ASSlSTnKT PSICEIA'nUST, ST THOS^Jts’s KOSPITiL, STOCU’O’tT 

Disease is verv old and nothing about it cnanged It is we 
who change as we learn to recognise what was formerlvimperceptible.’ 
—] M Chap COT 

GiVERnous hsmangiomas m the skm look and feel 
like blue-rubber blebs Bean (1958) therefore called 
them “ blue-mbber-bleb ” nsvi Cavernous hsman¬ 
giomas m the bowel are well known for their tendencv 
to bleed, producmg either a chrome iron-defiaency type 
of ansmia or finnk bleedmg—^hsmatemesis, melsna, or 
recrtal bleeding It is not generallv realised that there is an 
assocaanoa between catemous hsmangiomas m the skm 
and those m the bowel, though several authors (McLure 
Elhs 1930, Holman 1948, Hetcxick and Dickmson 
1951, Rtckham 1952, Shepherd 1953, Bean 1958) have 
stressed that m gastromtestinal bleedmg of obscure 
cause, catemous hsmangiomas m the skm suggest that 
similar lesions mat be present m the bowel, and mat be 
responsible for the blood-loss This svndrome of 
cutaneous and mtestinal cavernous hsmangiomas bas 


generally escaped attention it is httle known and, con¬ 
sequently, rarelt diagnosed Its genencs have not been 
investigated hitherto, and onlv one author (Bean 1958) 
has presented a detailed family history 

We wish to draw attennon to the existence of this 
disease, and to record for the first time its mode of 
inheritance as an autosomal dominant character m a 
family m which it can be traced througn fit e generations 

Case-report 

A small-holder, aged 52 complamed of lassimde and dvspnoea 
on exemoiL He ssd he had been ansmic for years owing to 
blood-loss from “ piles ” which had been bleeding at mtervals 
of rougnlv four wedcs smee he was 17 The oleedmg was 
worse on defscanon, but occasionallv occurred at other tunes 



Fig 1—Forearm of propositus showing set eral cutaneous case-nous 
haemangiomas (hlue-rubher-bleh nasi) 

For many rears he had suffered from intermittent rectal 
prolapse, although his “ piles ’ never came down by themselves 
He had had blue lumps m and under his skm for as long as he 
could remember He thought thev had become more numerous 
as he became older Thev were pamless, but a knock would 
cause a p ainf ul bruise at the site of the lesion Whilst the patient 
was havmg psvchiatnc treatment for imtabihtv m Mav, 1960, 
one of us (K B ) noted the assoaoUon of the skm lesions svith a 
profound iron-deficaencv ansmia 

In 1947, he had had a severe hsmatemesis, after which a 
gastroenterostomy was done for a suspected, but unconfirmed, 
gastric ulcer The presence of the skm lesions was not recorded 
at the time, nor were anv hsmangiomas noted m the 
bowel 

The patient was pale and looked chiomcallv ill His skm was 
covered with blue cavernous hsmangiomas, which felt like 
rubber blebs, being readilv emptied of then contamea blood bv 
firm compression Some were subcutanous, but mo't of them 
were mtradermal varvmg m size from 1 to 40 mm Xo biuit 
■was beard over them The fingers were not mvolved the 
lesions bemg scanered over the trunk, arms, and legs, there 
were a few on the face (fig 1) The cardiovascular, respiratory, 
and central nervous svstems were normal The rectum would 
prolapse on straining, disclosmg numerous caiemous hsman¬ 
giomas—some purple, some red—m the muco'a of the rectum, 
there were several bleedmg pomts m the mucosa overivmg the 
lesions Proctoscopy, after replacement of the prolapsed rectum 
showed the anal canal to be normal though there were numerous 
cavernous hsmangiomas m the rectum He ban no bonv 
deformities or oral lesions 

Irxesu^anom ard Treatrrent 

April 22, 1960 Hsmoglobm (Hb) 50',, (7 4 g per 100 ml), 
red blood-cells (R.B c.) 4 75 milhon per cjnm colour mdex 
(c-i) 0 52 white blood-count (w B c.) 6S00 per c-mm Oral 
iron was prescribed but the patient failed to take it, complammg 
of nausea which he attributed to the ferrous-gluconate 
tablets 
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Most agents responsible for the sjndrome of aseptic 
meningitis (“ lymphocitic memngitis ”) are viruses 
Indeed, the virus laborator}' now receives far more 
specimens from cases of aseptic meningitis than does the 
bacteriological laboratory Tuberculosis and leptospirosis 
{Leptospira camcola and Leptospira icterohamorrhagia:) arc 
the most important baaerial infections which may 
simulate asepuc memngitis, because of the lymphocytic 
reaction of the cerebrospinal fluid and because of the 
difficulty of earlj isolauon of the orgamsm from the fluid 
Usually, tuberculous memngius can be diagnosed on 
chmcal grounds, but leptospiral memngitis often cannot 
be differentiated from viral meningitis Sera from cases of 
aseptic meningitis should, therefore, be examined for 
evadcncc of leptospiral infection 

The serological tests commonly employed by bacterio¬ 
logical laboratories for the diagnosis of leptospirosis arc 
the agglutination and the agglutination-lysis (a l ) tests 
(the latter being considered the more rchable) These 
tests require darkficld rmcroscopy and arc tedious and 
ume-consuming The complement-fixation (c f ) test has 
been recommended for the examinauon of large numbers 
of sera for leptospirosis (Schubert and Martin 1956, 
Terzin 1956) Complement-fixation technique has the 
added advantage of being part of the daily routine of a 
diagnostic virus laboratory Leptospiral anugens for use 
in complement-fixation tests have been prepared from 
suspensions of inacuv ated organisms, disrupted orgamsms, 
and extracts of orgamsms (York 1952, Schubert and 
Carrington 1956, Terzin 1956, Muraschi et al 1956, 
Rothstein and Hiatt 1956) Of these, the simplest seemed 
to be Terzin’s prepatanon of crude boiled leptospiral 
cultures 

We have compared the scnsitiv'it) and specificitv of the 
complemcnt-fixauon test (using Terzin’s antigen) with the 
aggluunation-lysis test We also hoped to assess the 
importance of leptospirosis in the sjndrome of aseptic 
meningitis in the west of Scotland 

Materials and Methods 

The sura examined came from 250 patients with aseptic 
menmgitis during the period Maj, 1958, to Ma>, 1960 From 
most of these patients we rcceivud paired sera—i e , one speci¬ 
men of serum taken during the first week of the illness, and a 
second specimen taken m convalescence, gencrallv ten to 
fourteen davs after the first For the purpose of this 5tud>, the 
term “ aseptic meningitis ’ includes all cases of non-patalytic 
illness with pleocvtosis of cerebrospinal fluid from which no 
bacteria were isolated 

Ageliitiiialiori-hsts Tists 

These were done bv the method of Schuffner (VTolff 1954) using 
living four dav-old strains of Z. tcuro) ccn orr) aga (VTijnbcrg) and 
L cai cch (Aldgatc), which had been grown in Stuarts medium 
(Stuart ivi-lb) 

Ccnrplancrt-fixatiori Tests 

The ^ame strains of L caruo'a and L ic rrofurrrarrZaf as era- 
plovcd for the al tests were used to prepare CF antigens o> tne 
method of Tcmn (1956) Each strain was grown fo' iwcntj-onc dajs 


in Korthof s medium (Korthof 1932) at 20-30 C, and then incuba cd 
for three davs at 37 C After being tested for absence of bacterial 
contamination, the cultures were heated at 100 C for fifteen minutes 
Flocculation of non antigenic material, which was produced in some 
cultures bj boiling, was removed bv centrifugation for ten minutes at 
2000 rev per mm Sodium merthiolate was added to a final concen¬ 
tration of 1 /10,000 of the antigens, vv hich vvere then stored at — *10 C 

Tjpc-spcafic sera were prepared in rabbits bv inoculation, at 
four-da> intervals, of 0 5 ml , 0 5 ml , 4 0 ml , and 4 0 ml of whole 
leptospiral cultures lulled with 0 3''o formalin Rabbits were exsan 
guinated seven da)s after last inoculation Scrum was sterilised bj 
Scitz-filtration and stored at 4 C 

The optimal dilution of each batch of antigen was determined by 
chessboard titration against the homologous antiserum The optimal 
dilutions of both Z. camcola and L ictcroliarmorrliagitr antigens Mticd 
considerably from batch to batch Z. camcolo ranging from 1'2 to 1/12, 
Z. icterohcemorThagia; from 1/2 to 1/8 Although there was some 
cross-reaction between each antigen and the heterologous scrum, 
considerably greater scrum litres were obtained with the homologoui 
than with the heterologous antigen—e g , the optimal dilution of 
L camcola antigen gave scrum titrcs of 1/320 and 1/20 respeemdy 
with the homologous and heterologous rabbit sera L icicrohatrcr 
rhagtet antigen in optimal dilution gave scrum titrcs of 1/320 and I/SO 
respectisci} with the homologous and heterologous sera Both 
antigens were stable at —40 C for at least three months 

The CR tests were carried out m plastic plates with 01 ml 
volumes each of antigen in optimal dilution, scrum dilution, and 
complement (four 50% hiemolytic doses) Dilutions of all reagenti 
were made in barbitone-buffcred saline ZUtcr standing at 4'C 
overnight, the plates were kept at 37 C for thirty minutes, and then 
0 1 ml 2'% optimally sensitised sheep cells were added to each cup 
The plates were left for a further forty minutes at 37‘C, and were 
shaken at fifteen, thirty, and forty minutes, and then allowed to 
settle at room temperature before reading 

Results 

Evidence of leptospiral infccuon was found in 13 
(5 2%) of the 250 cases In each of these 13 cases, both 
A L and c r tests were positive 


Comparison of Specificity of the Tuo Tests 
Assuming that the highest titrc obtained during the course 
of the illness is given b> the homologous strain, both tests 
showed agreement on the infecting t\pc-strain in 12 of the 13 
cases (sec tabic) L ictcroh<emorrhagicr appeared to be the 
infcctingorganismmcasc 1,L camco/a in cases 2-12 ThconI) 
anomalous findmg was in case 13 from whom only one scrum 
w as obtained—on the nineteenth day of illness Tins seemed to 
indicate infection with L camcola by the A L test, but infection 
with L ictcroh<tmoTrhagi<c by the c F test The A L result m 
this case may have been an example of the “paradoxical 


COMPARISON OF AGGLUTTNATIOS-LtSIS AND COMPLEMENT FIXATION 
TITRES IN LEPTOSPIRAL ASEPTIC MENINGITIS_ 
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otomy revealed numerous hEcmangiomas along the small 
mtesune, and a few m the colon Shepherd (1953), in his 
excellent review of hoemangiomatous conditions of the gastro- 
mtestmal tract, suggested that the lack of reported skm lesions 
might be due to failure to recogmse the association between 
cutaneous cavernous hfemangiomas and those in the bowel 
Bean (1958) reported two cases, one a Latin-American girl with 
skm ntevi and bleeding from the bowel, the other a 7-ycat- 
old boy who had ansemia, having had skin lesions smce he was 
3 months old Haemangiomas were seen on sigmoidoscopy and 
a resection of the small bowel was necessary because of recur¬ 
rent bleedmg 

Appearance of Lesions 

The upper hmbs and trunk are the commonest sites 
for lesions, though they may be found anywhere on the 
skm Unlike Osler-Rendu-Weber disease, the nail-beds 
are not involved, nor were the hps in any of the reported 
cases In blue-rubber-bleb nsevus disease, the cavernous 
haimangiomas are either mtracutaneous or subcutaneous, 
the skm bemg readily movable over the subcutaneous 
ones In the arms, they are often close to the superficial 
veins m the antecubital fossa They vary in size from the 
1 mm blue spot to 3-4 cm bunches of cavernous 
hsemangiomas—the true “ blue-rubber blebs ” which can 
be partially emptied of blood by firm pressure over the 
area They may vary m size from day to day Intestmal 
cavernous hasmangiomas are often submucous, projectmg 
mto the bowel and sometimes either occluding or diffusely 
constricting it (Brown 1924) They bleed readily, and are 
more common m the small mtestme than m Ae large 
bowel, they are commoner m the rectum and lower colon 
than in the proximal half of the colon In our patient, it is 
possible that the hsematemesis m 1947 was due to a bleed¬ 
ing hsemangioma, but the operation notes written at the 
time were too scanty to confirm the presence of an ulcer 
m the stomach, cutaneous or mtestmal haimangiomas 
were not remarked upon 

Differential Diagnosis 

The diagnosis of bleedmg mtesunal cavernous heman¬ 
giomas IS readily made if there are cavernous hemangiomas 
on the skin In the Osler-Rendu-Weber syndrome, the 
usual telangiectasis is a well-defined, flat, depressed, but 
rarely raised, red or blue spot The telangiectases are to 
be found commonly on the face and fingers (espeaally 
the subungual regions), and nose, as well as in the mouth 
In the less common nodular type, the lesions are small— 
1-3 mm m size—and usually occur on the hps, tongue, 
face, and fingers They never reach the size of blue- 
rubber-bleb nxvi, which are usually raised and are never 
subungual 

Epistaxis IS common m Osler-Rendu-Weber disease, 
but has not been reported m bluc-rubber-bleb naivus 
disease There may be much gastrointestinal bleedmg 
causmg a severe iron-deficiency anamua in both diseases, 
but the skm mamfestations are quite distinct In 
Maffucci’s syndrome, m addition to widespread cavernous 
haimangiomas m the soft tissues, there is dyschondro- 
plasia, givmg rise to marked bony deformities 

Genetics 

Hitherto the mode of inheritance of the combined 
syndrome of cavernous haemangiomas of skm and bowel 
has not been recorded In the family recorded here, 

ve generanons are affected by the disease (fig 3), which is 
clearly transmitted by an autosomal dominant gene There 
IS no evidence of sex-linkage There is no consangumity 


in tlus pedigree, and anxmia has occurred so far in only 
three members of tlie family Osler-Rendu-Weber disease 
IS similarly inherited as a dominant trait, altliough sporadic 
cases have been known 

The uncle, the grandfather, and one brotlier of tlie 
patient died of neoplasms of various organs, this recalls 
the high incidence of carcinoma in the related state of 
Maffiica’s syndrome in which tliere are cavernous 
haimangiomas of various organs, accompanied by dys- 
chondroplasia (Jolmson et al 1960) In this case there 
were no bony deformities 

Treatment 

The treatment of set ere and persistent gastrointestinal 
bleedmg m tlus disease is excision of the intestinal 
hsemangiomas, if this is possible If surgery is refused or 
exasion is not techmcally feasible, then injection of the 
hsemangiomas with sclerosing flmds may be an alternative 
If bleeding causes chrome anocmia, iron tlierapy should be 
advised as a temporary measure, although blood-trans¬ 
fusions may have to be given (Lazarus and Marks 1947) 
Patients with cutaneous cavernous hsemangiomas only, 
without evidence of gastrointestinal bleeding, should be 
watched carefully Hscmoglobm estimations should be 
done at regular intervals to ensure that mtesunal haeman¬ 
giomas are not bleedmg significantly Trauma to cutaneous 
naevi may cause moderate blood-loss, but local pressure 
usually prevents serious bleedmg 

Conclusions 

Blue-rubbcr-bleb nxvus disease is a convement though 
dysphonious term for the syndrome of cavernous haeman¬ 
giomas of skin and bowel It should be retained because it 
directs attention to the hitherto seldom recognised skin 
changes which may give the clue to the cause of gastro- 
mtestmal bleedmg 

Summary 

In blue-rubber-bleb naevus disease there are cutaneous 
and intestmal cavernous haimangiomas, and bleedmg 
from the mtesunal lesions may cause severe anaemia 
The inheritance of this condition is recorded for the 
first ume the disease is transmitted by an autosomal 
dommant gene, five generauons bemg affected m the 
family reported 

In pauents with gastromtesunal blood-loss, the presence 
of cutaneous cavernous hsemangiomas should direct 
attention to the possibihty of bleeding cavernous 
haemangiomas m the bowel 

We are grateful to Dr Raymond Whitehead, reader m pathology, 
Umvcrsity of Manchester, for the histological report and the photo¬ 
micrograph We are indebted to Dr R G Ollerenshaw, director of 
the department of medical illustration, for the photographs of the 
patient and for the family tree, to Dr Russell Young, under whose 
care the patient was originally admitted to the psychiatric unit, St 
Thomas s Hospital, Stockport, and to Prof DAK Black for 
encouragement and providing facilities for m\ estigation 

REFERENCES 

Bean W B (1958) Vascular Spiders and Related Lesions of the Skin 

Oxford 

Brown, A J (192'1) Sury Gjnec Obstet SQ, 191 
Gascoycn, G G (1860) Tram Path Sac land 11,267 
Heycock, I B Dickinson,? H (1951) flrir mtd J i, 620 
Holmsn, C C (1918) fjri/ J Stirs SO, 210 

^”2^864 ^ ^ ^ ” I flmer 3 Med 

Lazarus,) A , Marks, M S (1017) 9«r*rri, 22, 766 

McLure, R D , Pills, S W (1030) Aiiirr ^ Stirs 10, 241 

Rickham, P P (1052) llrtl 3 Stirs 00, 162 

Shepherd,) A (1053)i)i,( 40, 117 





DECEMBER 10, 1960 


ORIGINAL ARTICLES 


THE LANCET 1277 


otomv revealed numerous hsmangiomas along the small 
intestme, and a few in the colon Shepherd (1953)j m his 
excellent review of haemangiomatous conditions of the gastro- 
mtestinal tract, suggested that the lack of reported skm lesions 
might be due to failure to reco gnis e the associanon between 
cutaneous cavernous hamangiomas and those m the bowel 
Bean (1958) reported two cases, one a Latm-Amencan girl with 
skm nsvi and bleedmg from the bowel, the other a T-year- 
old boy who had ansemia, havmg had skm lesions smce he was 
3 months old. Haemangiomas m ere seen on sigmoidoscopy and 
a resection of the small bowel was necessary because of recur¬ 
rent bleedmg 

Appearance of Lesions 

The upper limbs and trunk are the commonest sites 
for lesions, though they may be found anywhere on the 
skm Unlike Osler-Rendu-Weber disease, the nail-beds 
are not mvolved, nor were the bps m any of the reported 
cases In blue-rubber-bleb nmvus disease, the cavernous 
hamangiomas are either mtracutaneous or subcutaneous, 
the skm bemg readily movable over the subcutaneous 
ones In the arms, they are often close to the superfiaai 
veins m the antecubital fossa They vary m size from the 
1 mm blue spot- to 3-4 cm bunches of cavernous 
hamangiomas—^the true “ blue-rubber blebs ” which can 
be parmUy emptied of blood by firm pressure over the 
area They mav vary m size fixim day to day Intes tinal 
cavernous hamangiomas are often submucous, projectmg 
mto the bowel and sometimes either occludmg or diffusely 
constnetmg it (Brown 1924) They bleed readily, and are 
more common m the small mtestme than m the large 
bowel, they are commoner m the rectum and lower colon 
than m the proximal half of the colon In our patient, it is 
possible that the hatnatemesis m 1947 was due to a bleed¬ 
mg hamangioma, bur the operation notes wntten at the 
time were too scanty to co nfir m the presence of an ulcer 
m the stomach, cutaneous or mtestmal hamangiomas 
were not remarked upon. 

Differential Diagnosis 

The diagnosis of bleedmg mtestmal cavernous haman¬ 
giomas IS readily made if there are cavernous hamangiomas 
on the skm In the Osler-Rendu-Weber svndrome, the 
usual telangiectasis is a well-defined, flat, depressed, but 
rarely raised, red or blue spoL The telangiectases are to 
be found commonly on the face and fingers (especially 
the subungual regions), and nose, as well as m the mouth 
In the less common nodular type, the lesions are small — 
1-3 mm m size—and usually occur on the bps, tongue, 
face, and fingers They never reach the size of blue- 
rubber-bleb nmvi, which are usually raised and are never 
subunguaL 

Epistasis IS common m Osler-Rendu-Weber disease, 
but has not been reported m blue-rubber-bleb nsevus 
disease There may be much gastromtestmal bleedmg 
causmg a severe iron-deficiency ana*mia m both diseases, 
but the skm man i f estations are qmte distmcL In 
Mafiuca’s syndrome, m addition to widespread cav emous 
hamangiomas m the soft tissues, there is dyschondro- 
plasia, givmg rise to marked bony deformities 

Geretics 

Hitherto the mode of inheritance of the combmed 
^ndrome of cavernous hamangiomas of skm and bowel 
^ not been recorded. In the familv recorded here, 
fi' e generauons are affected by the disease (fig 3), which is 
clearly transmitted by an autosomal dommant gene There 
IS no evndence of sex-hnkage There is no consangumitv 


m this pedigree, and anmnua has occurred so far m only 
three members of the family Osler-Rendu-Weber disease 
is s imilar ly inherited as a do min ant trait, although sporadic 
cases hav e been known 

The unde, the grandfather, and one brother of the 
patient died of neoplasms of vanous organs, this recalls 
the high madence of caremoma m the related state of 
Maffiica’s svndrome m which there are cavernous 
htemangiomas of vanous organs accompamed by dys- 
chondroplasia (Johnson et al 1960) In this case there 
were no bony defonmties 

Treatment 

The treatment of sev ere and persistent gastromtestmal 
bleedmg m this disease is exasion of the mtestmal 
htemangiomas, if this is possible If surgery is refused or 
exasion is not techmcally feasible, then mjecnon of the 
haemangiomas with sclerosmg flmds may be an altemativ e 
If bleedmg causes chrome anaemia, iron therapy should be 
advised as a temporary measure, although blood-trans¬ 
fusions may have to be giv en (Lazarus and Marks 1947) 
Patients wrth cutaneous cavernous hamangiomas only, 
without evidence of gastromtestmal bleedmg, should be 
watched carefully Hamoglobm estimations should be 
done at regular mtervals to ensure that mtestmal haman¬ 
giomas are not bleedmg significantly Trauma to cutaneous 
navi may cause moderate blood-loss, but local pressure 
usuaUv prevents serious bleedmg 

Conclusions 

Blue-rubber-bleb navus disease is a convement though 
dvsphomous term for the syndrome of cavernous haman¬ 
giomas of skm and bowel It should be retamed because it 
directs attention to the hitherto seldom recogmsed skm 
changes which may give the clue to the cause of gastro- 
mtestinal bleedmg 

Summary 

In blue-rubber-bleb navus disease there are cutaneous 
and intes tinal cavernous hamangiomas, and bleedmg 
from the mtestmal lesions mav cause severe anamia 
The mhentance of this condition is recorded for the 
first time the disease is transmitted bv an autosomal 
do minan t gene, five generations bemg affected m the 
family reported 

In patients with gastromtestmal blood-loss, the presence 
of cutaneous cavernous hamangiomas should direct 
attention to the possibflity of bleedmg cavernous 
hamangiomas m the bovveh 

We are grateful to Dr Ravmond Whitehead reader in pathology. 
University of Manchester, for the histological repon and the photo¬ 
micrograph We are mdebted to Dr R G OUerenshaw, director of 
the department of medical illustration, for the photographs of the 
panent and for the fanulv tree, to Dr Russell Toung, tnder whose 
care the pauent was onginallv admitted to the psychiatric taut. Sc 
Thomas s Hospital, Stockport, and to Prof DAK Black for 
encouragement and proviiLng facahaes for mvesaganon. 
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Most agents responsible for the syndrome of aseptic 
menmgitis (“lymphocytic mcmngitis ”) are \iruscs 
Indeed, the \trus laboratory now recedes far more 
speamens from cases of asepuc meningms than does the 
bacteriological laboratory Tuberculosis and leptospirosis 
{Leptospira camcola and Leptospira tctcrohesiiiorrhagics) are 
the most important bacterial infections which may 
simulate asepne memngins, because of the lymphocytic 
reaction of the cerebrospinal fluid and because of the 
diflicul’y of early isolation of the organism from the fluid 
Usually, tuberculous memngitis can be diagnosed on 
chnical grounds, but leptospiral mcmngius often cannot 
be differentiated from tiral meningitis Sera from cases of 
aseptic memngius should, therefore, be examined for 
evidence of leptospiral infection 

The serological tests commonly employed by bacterio¬ 
logical laboratories for the diagnosis of leptospirosis arc 
the aggluunation and the aggluunation-lysis (a L ) tests 
(the latter being considered the more rehable) These 
tests require darkfield nucroscopy and arc tedious and 
time-consuming The complement-fixation (c r) test has 
been recommended for the examinauon of large numbers 
of sera for leptospirosis (Schubert and Martin 1956, 
Terzin 1956) Complement-fixation technique has the 
added advantage of being part of the daily rouune of a 
diagnostic virus laboratory Leptospiral anugens for use 
in complement-fixation tests have been prepared from 
suspensions of inactiv ated organisms, disrupted organisms, 
and extracts of organisms (York 1952, Schubert and 
Carrington 1956, Terzin 1956, Munschi ct al 1956, 
Rothstcin and Hiatt 1956) Of these, the simplest seemed 
to be Terzm’s preparation of crude boiled leptospiral 
cultures 

We have compared the sensitivity and spccifiarv of the 
complcmcnt-fixauon test (using Terzin’s antigen) with the 
agglutination-ly SIS test We also hoped to assess the 
importance of leptospirosis in the syndrome of aseptic 
meningitis in the west of Scotland 

Materials and Methods 

The sura examined came from 250 patients with asepue 
meningitis during the period Mav, 1958, to Mav, 1960 From 
most of these patients vac received paired sera—i c , one speci¬ 
men of scrum taken during the first week of the illness, and a 
second specimen taken in convalescence, gencrallv ten to 
fourteen davs after the first For tlie purpose of this sludv, the 
term ‘ asepuc mcnmeius ’ includes all cases of non-paralvuc 
illness viith plcootosis of cerebrospinal fluid from wluch no 
baacria vierc isolated 

Aechilir ^ 107 lysu Tests 

Thc 5 - were do"- hi ihc ir'^thoJ of Sel uffrer (W’olff 1954) using 
li i-g foj dai-olJ strairs L i f ’ rr rrlafir (Winbe g) ard 
I Cel I'j (AldCe c\ which had been grown in Stuarts rocdiun 
iS ua-t 19itl 

Cc-^^’er I f \j I Tes s 

Th- sa—v* s -a "s o / e- N a-d L i c-tl'r—* -r as cm 

r 0 cd fo th' A l tests were used to p-cp-re ci a-'ip'"s bs f-e 
r-- n 1 c*” T e*^ a (!C5 ) La Ji s ra n was g o n fo- twe- v^o-eda}s 


in Korthof’s medium (Korthof 1932) at 29-30 C, and then inoibattd 
for three davs at 37 C After being tested for absence of bacterial 
contamination, the cultures were heated at 100 C for fifteen minutes 
Flocculation of non antigenic material, which was produced in some 
cultures bj boiling, vi-as rcmoi ed bj centrifugation for ten minutes at 

2000 res per min Sodium mcrthiolatc was added to a final concen 
tration of 1/10,000 of the antigens, whichwerc then stored at —40 C 
Type-specific sera were prepared in rabbits by inoculation, at 
four-day intervals, of 0 5 ml, 0 5 ml, 4 0 ml, and I 0 ml of whole 
leptospiral cultures killed with 0 d'o formalin Rabbits were exsan¬ 
guinated seven days after last inoculation Scrum w-as sterilised by 
Scitz-filtration and stored at 4 C 
The optimal dilution of each batch of antigen was determined by 
chessboard titration against the homologous antiserum The optimal 
dilutions of both L camcola and L tcterobtcmorrhatttcc antigens varied 
considerably from batch to batch L canico/o ranging from 1/2 to 1/12, 
L ictcrohcemorrhagicc from 1/2 to 1/8 Although there was some 
cross reaction between each antigen and the heterologous serum, 
considerably greater serum titrcs were obtained with the homologous 
than with the heterologous antigen—c g , the optimal dilution of 
L camcola antigen gave scrum titrcs of 1/320 and 1,20 rcspectiitly 
with the homologous and heterologous rabbit sera L tctcrohctncr- 
rhagtec antigen in optimal dilution gate scrum titrcs of 1/320 and 1/SO 
respectively with the homologous and heterologous sera Both 
anugens were stable at — 40 C for at least three months 
The CF tests were earned out in plastic plates with 0 1 ml 
volumes each of antigen in optimal dilution, scrum dilution, and 
complement (four 50^,i, hicmolytic doses) Dilutions of all reagents 
were made m barbitonc-buffctcd saline After standing at 4 C 
oicrnight, the plates were kept at 37 C for thirty minutes, and then 
0 1 ml 2V4 optimally sensitised sheep cells were added to each cup 
The plates were left for a further forty minutes at 37 C, and were 
shaken at fifteen, thirty, and forty minutes, and then allowed to 
settle at room temperature before reading 

Results 

Evidence of leptospiral infcaion was found in 13 
(5 2®'o) of the 250 cases In each of these 13 cases, both 
A L and c r tests were posmve 

Comparison of Speeifieity of the Tuo Tests 
Assuming that the highest litre obtained during the course 
of the illness is given bv the homologous strain, both tests 
showed agreement on the infccung type-strain in 12 of the 13 
cases (see tabic) L icicrohcrmorrhagiec nppenred to be the 
infccung organism in case 1,1. canico/a m cases 2-12 Thconly 
anomalous finding was in case 13 from whom only one scrum 
was obtained—on ihc ninutccnth day of illness This seemed to 
indicate infection with A comco/a by the a L test, but jnfcaion 
with L icterohcmwrrhagtci by the c r test Tlic A L result in 
this case may have been an example of the “paradoxical’ 


COMFARISOX OF AGGIUTINATION-LVSIS AND COMPLEMENT FIIATIOS 
TITHES IN LEPTOSrlR.AL ASEPTIC MLNINCITIS 
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leaction reported bj Fuhner (1951) in tthichj during the early 
stages of the illness, agglutinins for the heterologous strain are 
higher than for the homologous Cross-absorpnon tests are 
then necessary to demonstrate the true infecong stram 
unfortunately, there was insufnaent serum from case 13 for 
this to be done In this senes, a paradomcal reaction was clearly 
shown by the senal A l results m case 1 on the fifteenth dav of 
the illness, the titres for L cantcola and L taerohtzmorrhagice 
were 1/3000 and 1/1000 respecnvelv, uhereas, on the twenty- 
first day, the correspondmg A L titres were 1/3000 and 1/30,000 
In contrast, the c,F tests m case 1 showed a nsmg titre for 
L zcterohtsmorrhagja, but not for L camcoJa 

Comparuon of Titres 

There was no consistent correlation between the titres 
obtamed by the A.L. and C.F tests, yet, with the exception of 
case 3, sera givmg the highest A.L titres (30,000 or over) for the 
mfectmg stram also showed the highest C f titres (256 or over) 

Serial Titres During Course of Leptospirosis 
Tests on senal samples were earned out on cases 1-3 It will 
be seen that the C F test gave an earher type-specific response 
than did the ax. test. 

Discussion 

The finding of leptospiral infection m 13 (5 2%) of 250 
cases indicates that serological examination for lepto¬ 
spirosis IS of considerable value m aseptic memngitis None 
of these 13 patients had jaundice or other clini cal signs of 
leptospirosis A seasonal madence was noted 8 of the 
patients with leptospirosis became ill durmg July to 
September 5 of the 13 (cases 3, 7, 9, 10, and 11) came 
from Strathclyde—^where there is easy access to bathmg m 
potentially contammated water 
Comparison of the serological results obtamed by the 
cs andAL tests show that the c F test is as specific as the 
AX test Moreover, our findmg that the “ paradoxical ” 
reacnon shown by the A l test m one of our cases was not 
shown by the c F test suggests that the CJ? test for lepto¬ 
spirosis mav be more rehablv tvpe-speafic than the AX 
test, particularly m the early stages of illness Besides all 
these mdicanons of the rehabihtj of the c f test are the 
overwhelmmg advantages of the ease of preparation of 
Terzm’s antigen and the emment pracncabditj of the 
c F test for the screenmg of large numbers of sera for 
leptospirosis 

Summary 

Sera from 250 cases of aseptic memngitis were ex amin ed 
for leptospirosis by both the complement-fixation test 
usmg kiUed antigens and the aggjutmation-lvsis test with 
hvmg cultures 

Both tests were posiuve for leptospirosis m 13 cases 
The complement-fixauon test showed a type-specific 
response earher m the illness than did the agglutmanon- 
lysis test 

The ease of preparation, stabihty, and rehabihty of 
Terzm’s complement-fixmg antigens make them ideal for 
testmg large numbers of sera for leptospirosis 

We thanL Miss H G Mateer, F i M L t , and Miss C H Gourlay 
for technical assistance 
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(ESOPHAGEAL CAST 

(ESOPHAGmS DISSECANS SUPERFICIAUS 

A E Stevens 
M3 I.ond,M3.CP 
MEDIC.U. EEGISTFAS 

G A W Dove 
M B , B Sc Lend 
L/ITELV HOUSE-SUKGEON 

CANADIAN RED CROSS MEMORIAL HOSPITAL, TAFLOW, BECKS 

(Esophagitis dissecans superfiaahs is a rare but bemgn 
condmon m which the patient vomits a cast consistmg of 
the squamous coat of the (esophagus Patterson (1935) 
reviewed the eighteen cases pubhshed before 1935 
Further smgle cases have been reported by Beck (1954) 
and Willcox (1949) Barrett (1952) states that some 
twenty-five hav e been pubhshed Here follows an account 
of another such patient 

Case-report 

On March 21, 1958, after a lunch of sausage roll, parsmps, 
and tea, a housewife aged 34 noticed a bummg feehng m her 
throat as though some food were sncfcmg She swallowed a 
piece of bread hopmg that this might rehev e the svmptom, but 
It did noL Later m the afternoon, she retched and brought up 
a little bnght-red blood, followed by “ something like string ”, 
which himg out of her mouth She was unable to remove the 
“ string ” as it was attached below, and tracnon on it caused 
bummg pam over the upper sternum She became frightened 
and came to the casualty department Fig 1 shows her appear¬ 
ance The cord was composed of a tough translucent substance, 
and, when pulled, the pam desenbed was reproduced There 
was neither koilonvchia nor smooth tongue 

After some dehberation on the pan of the assembled resident 
staff, the “ cord ” was cut as low down as possible, and the 
atta^ed end allowed to shde back down the panent’s throat 
Subsequently, a history was obtamed of two previous episodes 
of bummg sensanon m the throat, six months and three months 





Fip 1—Cast in situ on admission 
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before During each episode, which lasted about a week, the 
throat felt “ as though it had been scratched bs some food ” 
There had been no further symptoms on either occasion. 
In spite of the unappetising-sounding meal before admission, 
the diet was usually normal, although the patient had 
a poor appetite No caustic had been swallowed There 
was a history of iron-defiacncj anairma and pulmonary 
tuberculosis 



IrrtLSUganons —^Thc cast measured 20 cm , and, on section. 
It was a tube of stratified squamous epithelium, typical of the 

hrung of the {eso¬ 
phagus The whole 
thickness of the epi- 
tliLlium appeared to 
hate been shed No 
mflammatory cells 
were present, al¬ 
though occasional 
basal cells showed 
balloomng (fig 2) 
Haimoglobm 8 0 g 
per 100 ml (54",o), 
leucocyte-count 4600 
per emm (poly¬ 
morphs 84%, lym¬ 
phocytes 10%, mono¬ 
cytes 6%) Blood- 
film, moderate hypo¬ 
chromia, amsocytosis, 
occasional polvchro- 
mauc cells Sternal 
marrow-puncture, 
normal Histamine 
test-meal, no free 
acid present Chest 
X-ray, calcified foci at both apices and right hilum Wasser- 
mann reacuon (w R ), positite, Kahn, doubtful 


_ f. 


-r 








1 4^ 

rig 2 —Section of portion ol cost (\120) 


Treatment and progress —During the week after admission, 
the patient’s temperature was raised intermittently to between 
99° and 100°r Her initial dy sphagia subsided under treatment 
with amethocame lozenges and sedatnes, aided by a bland diet 
The possibility of mediastinal infc«ion was feared, and the 
patient was giten a five-day course of 1 2 million uruts of 
procaine pemcilhn with 1 g of streptomycin daily The 
anicmia was treated with a two-pmt blood-transfusion,followed 
bv oral iron Barium swallow two weeks after admission 
showed normal ccsophageal mucosa Except for an admission 
in Februarv, 1959, for bronchopneumonia, the pauent has 
remained well 


Discussion 

This patient also suffered from inacuve pulmonary 
tuberculosis and iron-deficiency anxmia—neither of 
which have been a feature of prevnous cases 

There was some doubt about the interpretation of the 
positive vv R , cspcaallv since a routine antenatal vv R , in 
1053, had been negativ e The serological technique of our 
own laboratorv was checked and found to be sati^aaorv, 
and a senes of tests (in vvluch tlie Venereal Diseases 
Reference Laboratorv kindlv cooperated) wus earned out 
(see table) The serological exanunation of the pauent s 
husband was negative 

It is hard to sav whether the serological findings m this 
patient arc relevant, evaluation 

course of pcninllm immediatelv before the first test 

ProbabK these rcictions \vcrc non-sptafic, this h^oi c 

IS supported bv the negative treponemal immobilisation 
tests ^Kostant 105o) Such reactions have been noted m 
manv coaditioas, ircluding activ e tt^tercmlos.s 
iMoo'c and Mohr 10521 Pattc-soa (10j5) s ates that in 
none oMhe e-ascs he revaewed was there anv mdie-ation o 


SEROLOGICAL IN\’ESTICATIONS 


Occasion ' 

Date 

i Test 

Result 

Houtine antenatal 

; rcb 2, 1053 

1 vs J! , 


exan\maiion 


1 Kahn 

1 - 

Adnus5ion <(ESO^^hac«^s' 

Mateh21 195S 
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W R 
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April ll 

W R I 
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Kahn j 
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April 2S 
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TP I 1 

— 



W R. 1 
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Kahn 


Admission (broncho 

Jan 21 1959 


1 

pneumonia 

March 2 

SS R j 

! 

Follow up examination 

rcb 15, 1960 

SS R j 




! Kahn i 

1 

i Doubtful 

1 


\\ R « VTassermnnn reaction 
r r R » Pnee s prccjpiwiion reaction 
T p I “ Treponemal immobUwaiion test 


sy-phihuc taint ” and the vv R in his own pauent, and m 
that of WillcoN (1949), was negauve 

Our pauent is in every other way tyyiical of those 
previously described, incluchng the common history of 
a meal at which the pauent took a hot drink immediately 
before the onset 

Presumably the lack of sigmficant bleeding, and absence 
of shock or any late compheauons, arc due to gradual 
separauon of the cast, with the formauon, deep to it, of a 
new layer of squamous ussuc, so that the cast is finally 
attached by a few vascular strands only This, and other 
spcculauons about xuology, are discussed by many of the 
authors menuoned, including Patterson (1935) and 
Barrett (1952) 

Summary 

A further case of oesophagitis dissecans supcrficialis is 
desenbed m wluch a probably non-specific posiuve 
Wassermann reacuon was present 
Wc arc indebted to Mr Raymond Rnmsay for pcrmisvion to 
publish an account of his patient, lo Dr A E Willinson of the 
Venereal Disease Reference Laboratorv for his assistance, and to 
Mr Piter Pishc, of the photographic dcpanmcnl, Canadian Red 
Cross Memorial Hospital, for the illustraiions 
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developments of the 1 md I hav c mentioned is occurring 
m Bntam have occurred quite as effectively and sometimes 
more so in other countries under systems quite difTcrcnt from 
that of the Bntish National Health Service Very hitic 

reflection soon led to the conclusion that the problems ire 
essentially the same cveTwhcrc The next thought, ho sever, 
was that we are all veorling on them more or less in portion 
Knowledge of whit iv happening in other countries is casual 
and often sen incomplete md even inaccunte I urtl ermnre, 
thcT exists no convenient or reads means of obiaimnp ill 
info-mation I believe it would be well v o-ih while to snrt 
trving to supplv this want V 1 at I have in mind is an info'ma 
tion o- intelligence sc-vicc vvhicli could colFct and collate 
accura c in'^onnation on the sub.cct from a rrm ^ojrec a 
pcpsib'e, and perhap ir time initiate s uJic- on va ous asr^<2'' 
of It It seems to me that t* is iv a p-o.-ct which the L/ " 
i-o-wcalh is admiraV cJ to iri latc ’ —Dr I R C 
VCAUIT Pr m-ii , Oco''C', I'll'/' p 205 
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With the great increase in transcontinental travel, 
various diseases—although endemic in only a small section 
of the vrorld—can now be foimd everywhere (Nabarro 
1948, Smith et al 1957, Riddell and Clayton 1958) 
Cocadioidomjcosis is such a disease It may be present 
at the same tune as other forms of pulmonary disease 
(Hauser and Glazer 1950, Hedberg et al 1951, Shefran 
and Kane 1955, Chjley 1956, EUman and Hanson 1958, 
Patel and Anand 1959, White et al 1959) and the foUowmg 
case presents an mterestmg pathological combmanon 


some mcrease m vocal fremitus over the apex of the nght 
lung, but the chest was otherwise normal on auscultanon and' 
percussion 

A chest radiograph (fig 1) and a tomogram of the suspicious 
area m the nght apex (fig 2) showed a pulmonary infiltration 
consistmg of fibronc and calcific patches with a number of 
softer-appeanng areas in the right apex which were thought to 
represent recent activity The purified protem denvative 
(tubercuhn) test and the coccidioidm skm test were positive, 
the histoplasmm skm-test was negative The vutal capacity , 

I ^ 


Case-report 

A man, aged 22, was first seen m March, 1959, because of an 
abnormal chest X-ray Mobile-umt microfilms m 1957 and 
1958 were reported as normal, though he had been told to see 
his doctor after a microfilm m July, 1956 

He had grown up m the San Joaqum Valley m Cahforma— 
an endemic centre for coccidioidomycosis He amved m 
Bntam m November, 1958 There was no history of 
tuberculosis or known contact with anyone suspected of 
tuberculosis 

He was m excellent physical condition and did not complam 
of malaise, weight-loss, anorexia, mght-sweats, chest pam, 
cough, or haemoptysis The blood-pressure was 120/78 mm 
Hg, pulse-rate 80, weight 180 lb , and height 6 ft There was 

• Present address U S AF Hospital, Keesler Air Force Base, Mississippi 








Fig 2—^Tomogram of the nght apex 

was 4800 cc, with a breath-holdmg duration of 52 seconds 
Coccidioidm preapmn and complement-fixation antibody 
Otres were not significant 

Bronchoscopy showed no evidence of endobronchial lesions, 
and bronchial washmgs were negative for acid-fast and fungus 
orgamsms, the cytological exammation showed no abnormah- 
ties A right supraclavicular fat-pad biopsy was performed, 
the nodes showed reuculoendothehal hyperplasia Complete 
bacteriological ex amin ation on this specimen was negative 
Smce It was felt that a diagnosis could not be made on this 
infiltrate without lung biopsv, the pauent was prepared for a 
further operation by a two weeks’ course of streptomycm and 



^ Chest radiograph showing suspicious urea in right upex. 


Fig 3—Coccidioidomjcotic spherules in lung (>*200) 
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ris 4—^Tubcrculoui irrnnuloma of luns (X 2 S) 


p-aminosalic>lic ncid (p A s ) A nght npical segmental resec¬ 
tion was done, since all tlic palpable disease was confined to 
tins area Examination of the resected specimen revealed an 
area showing the doubly rcfracuvc spherules charactcnstic of 
coccidioidomjcosis (fig 3), ns well os a separate caseating 
granulomatous pneumonitis containing acid-fast organisms, 
proved on culture to be Myeobactcnitm uibcraitosis (fig 4) 

The patient’s postoperative course was excellent with 
complete lung re-cxpansion, and good return of pulmonary 
function to preoperauve levels 

PAS and isoniazid therap> was continued, and the pauent 
gmduallv returned to full duty Nine months after the surgical 
procedure, tlierc was no evidence of an> recurrence of the 
disease, either clinically or radiologically 

Discussion 

Ckjcadioidomv cosis is a fungus disease, endemic m the 
south-western United States, north-western Mexico, and 
some Central American countries The fungus itself is 
diphasic, having vegctativ'e and spore phases In its 
vegetauve phase, it consists of long thin myceba which 
segment and form highly mfcaivc chlam>dospores The 
mitial infection occurs by the inhalation of dust 
contaminated by these chlam> dospores In the lungs, they 
dev elop into doubly refractiv e spherules vvluch reproduce 
b> endosporulation (Forbus and Bestcbrcwt)c 1946, 
Peterson et al 1948, Pittman and Kane 1951, Baum and 
Schwartz 2955, Fiese 1958) This miual pulmonary 
infection usually subsides witliout sequela: A rare form 
disseminated by the blood-stream has an approximately 
50% mortahty-ratc In about 10% of the pauents there 
are residual lung lesions which may become solid discrete 
soft granulomatous areas, or winch may cavitate and 
resemble the lesions of tuberculosis (Altmcicr and Cul¬ 
bertson 1957, Mcrcndino 1957) A history of having 
vasitcd or travelled through an endemic area suggests the 
correct diagnosis, espcaally when the cocadioidin skin- 
test IS positive Diagnosis is confirmed by finding the 
organism in the sputum, in local discharges, or in biopsy 
material (Salvan 1959) 

The acute form is difficult to treat with any form of 
thcrapv intended to raise the resistance of the body to the 
organism Amphotenan B is under investigation os a 
chemotherapeutic agent, but its vailuc is still undetermined 
(Hvdc IU5S, Littman et ol 1958, Seabury and Dascomb 
1658, VTinn 1957 and 1059) There seems to be little 
danger of reinfection from these residual lesions and 
surperv is usuallv reserved (1) fo- caviues over 4 cm in 
diamcier, or for those enlarging, (2) for recurrent hauno- 
tvs s, (3) fo' secondary infection, or (1) for the compbea- 


oons of cavnty rupture In endemic areas, solid discrete 
pulmonary- lesions arc quite common and arc usuallv kept 
under observahon by pcnodic radiography, since evasion 
of all “ com lesions ” would be impracticable In non- 
endcmic areas, lesions are usually excised, to aid accurate 
diagnosis, smcc differcntintion from an early brondio- 
genic caremoma or tuberculosis may not always be pos¬ 
sible Lobectomy is usually tlic procedure of choice 
because of the presence of satelbtc granulomas, undiag¬ 
nosed by radiography Tlus operauon should not be 
regarded ns curauve any more than it is in tuberculosis 
(Grier et al 1949, Cotton et al 1957, Mcrcndino 1957, 
Mehek 1957, Timmcs and Baum 1957, Hyde 1958, Gold¬ 
man 1959, Small 1959) Before surgery, ascertainment of 
bronchiectasis, and accurate locauon of the cav-ity by 
endoscopy and radiography, are necessary (Birsncr 1954, 
McCarthy and Misra 1959) Postoperauve dissemination 
IS negbgible, early ambulation and return to work in about 
a month is usual (Goldman 1959) 

Summary 

A young white man without symptoms was found to 
have a right upper lobe pulmonary infiltration whicli could 
not be definitiv-ely diagnosed on the basis of skin tests, 
sputum studies, bronchoscopy, or supraclavicular fat-pad 
biopsy A segmental resection revealed the lesion to be 
the effect of coexistent cocadioidomycosis and active 
pulmonary- tuberculosis 

This IS thought to be the first reported instance of this 
combinauon in England 
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“ a peculiarly revealing inconvivtcncy does not appeir to 
have received any nltcntjon When the pidiologist of one 
hospital examines ecaions of tissue removed from a patient and 
expresses an opimon on the character of a lesion or the identity 
of a tumor, his opinion is accepted by the other members of 
the staff But if the same patient should subsequentlv be 
admitted to another hospital, the opinion of the first pathologist 
1 $ not accepted Thus, the phase of paihology that is cot" 
monlv knowTi as microscopic pathology rest parti, on the fin h 
of phjs/crans who rclv on a particular pathologist Tins kind 
of faith oficn depends on the pathologist's p-rsonaiily, and 
some patho’ogists imprc-s their pcivonalities o-v others lo such 
a degree that their opinions acquire the prestige o'’ dogmas 
—Artuvr U DrsjAPDI S, s!D,/Ir-A irrerr /W lOOO, IOj, 
596 
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Re^^ews of Books 


The Mentally Subnormal 

The Social Case Work Approach Editor Marga3!ET Adwis, 
soaal worker, mental-health services, London County Council 
London William Hememann 1960 Pp 271 25i 

Social Rehabilitation of the Subnormal 

Herbert C Guvzberg, phji , f b ps s , consultant psvchologist, 
director of psychological services, AlonvhuU Hospital, Bir min g¬ 
ham London BaiUiere, Tmdall, &. Cox 1960 Pp 263 27i 6d 
The new Mental Health Act will turn the attention of manv 
people besides doctors towards various types of mental 
abnormality It is to be hoped that mental defiaencv, now 
legally known as subnonnahty, wiU not be the least important 
The subject has been quietly ignored bv manj for generations, 
to an extent which suggests strong unconsaous resistances 
for we can scarcely deny its importance m extent and in 
mtensitv, m clmical work and soaaL It took the Roval Com¬ 
mission’s findings to pomt out that much more could be done 
for defecnves, even under the old Acts We therefore welcome 
wholeheartedly a number of new textbooks, and espeaally 
these two which deal with the soaal problems of the defective 
With many patients discharged already under the first reviews, 
there is mcreasmg pressure on soaal workers to learn more of 
the subject, for hospitals, general practinoners, and relanves 
will aU be makmg demands on them services 
Mrs Adams must be congratulated on her vision and energy 
m persuadmg a set of eminent contributors to produce The 
Mentally Subnormal Dr Kenneth Soddy’s description of the 
clinical picture stands out for its clantv and conciseness, and 
the three last chapters on employment and occupations (Dr 
A. M Qarke, Dr A D B Clarke, and Mrs Adams), soaal 
research (Dr J Tizard), and traimng (Miss K McDougall) 
all describe recent work and the present situation m a wav that 
stimulates thought about the needs of the future There are 
also clear accounts of the history of the subject, and we are 
retnmded (as we need to be) of the success of traimng centres 
and home educanon 

The descnptions of the general prmaples of casework, and 
of various types of work m the commimity and m the hospital 
are less successful, bemg too repetitive Much of what is said 
here on parental reactions and them treatment has been already 
covered more simplv and concisely m Dr Soddv’s chapter 
No doubt the precise role of the soa^ worker needs amphfymg, 
and this should be a very important part of the book, but 
chapters in, iv, and vi (which occupy half the pages) need 
recastmg for future editions, which we hope will follow As 
Dr Tizard puts it elsewhere, “ the problems of counselhng 
and of commumcanon generally need a lot more study ”, and 
this apphes to parts of this book. 

Dr Gunzburg’s book is a much deeper view of a narrower 
part of the subject it is essential reading for anyone directly 
TOncemed m the educanon and tr ainin g of the subnormal 
Naturally, the author describes the programme of rehabihtanou 
yarned out by his colleagues and himself, and he denves the 
ptii^ples set out here Rom his considerable expenence His 
R a classic for the few engaged m detailed work of 

this tod But It has a wider appeal, and can be cordially com¬ 
mended to the many, m soaety and m mdustry, who need to 
TOderstand the mind and behaviour of the subnormal It is 
cUsnmbi^ to reflea that certain chapters, notablv those on 
coi^elhng and on occupanon and trammg, can certainly be 
with profit by people who have to manage normal firms and 
temples, for they wdl readily recognise the behaviour 
t^rders and failure of commumcanon here described as 
subnomal ” This will not, of course, surprise Dr Gunz- 
urg, who emphasises elsewhere that performance on tests is 
uc as much to emononal reacnons of the moment as to 
^eUectual capaaty—a pomt curiously hard for managers, 
tramcrs, and even psychologists to aa upon 

j. Nvo^books should be read m conjuncnon, for whereas 

Adams was wntten from the soaal worker’s viewpomt. 


Dr Gunzburg sees thmgs from the panent’s angle The only 
cnncism is that occasionally he seems to ignore the panent’s 
effea on soaety The idea of a subnormal person gaimng a 
dnvmg hcence, before he can read any of the Highway Code or 
more than a few road signs, will raise eyebrows, if not goose- 
flesh Yet the author’s optimism, persistence, and detailed 
programme are necessary if we are at last to discard the idea 
of the mcurable imemplovable defective 

Interpersonal Relationships in the Hospital 

Warxer F Bowers, mji , m sc, phji , chief, general surgery 
semce, Tnpler U S Army Hospital, Honolulu Spnngfield, 
Ill Charles C Thomas Oxford Blackwell Saenufic Pubhca- 
nons 1960 Pp 125 40 j 

Perhaps this htde book might best be described as a medical 
Hotj to Make Friends and Influence People Wntten as a sort 
of extended essay by an unusually perceptive surgeon, it 
describes and illustrates how relanonships go wrong between 
doaors and then colleagues, then patients, patients’ relatives, 
subordinates, and administrative staff, and it offers much 
excellent practical advice on vanous neglened aspects of 
hospital life and pracnce It may be rather tilted towards 
htigation (and its avoidance), for this seems much commoner 
m the U S A., where Dr Bowers beheves that 90% of doaors 
sued are not guilty of technical error Legal action represents 
the ultimate m the destruction of the doaor/patient relation¬ 
ship, and undoubtedly a wiser approach to the patient and his 
family would avoid a great many actions The chapters on 
mahngermg and what to say to a patient wnth a fatal disease 
are particularly sound, though when he discusses how to 
present “ sensitive ” data before panents on teachmg rounds 
he rmght have advised his readers to retire and discuss the 
case m private. Some comments on fees and insurance 
benefits are happily of scant relevance m this country, and the 
hberal spnnkhng of earnest quotanons from Confiiaus onwards 
become imtatmg Agam, the author is not quite at his best m 
his classification of people troubled by disorders of mmd or 
personahty who come (or want to come) for surgery 

Though httle that Dr Bowers says is new, and much of it is 
just common sense, these are thmgs that cannot be said too 
often, and we recommend the book for compulsory readmg 
dunng the pre-registration year 

The Detection of Secret Homicide 

A Stud^ of the Medico-legal S^sterr of Irvestigatior of Sadder 
and Urexplained Deaths J D J H.AVARD, ll B , M 3 , bamster- 
at-law, Aiiddle Temple Edited for the Insutute of Crimino¬ 
logy, Umversitv of Cambridge, bv L Radzinowicz, llj) 
London Macmillan 1960 Pp 253 35r 

Before a murder can be solved it must be discovered, and 
this scholarly book deals m considerable detail with the wavs m 
which a murder mav be exposed and brought to the notice of 
mvesngatmg auihonnes The development of the English 
medicolegal system of deahng with sudden and unexpeaed 
death is traced from the 12th century to modem times a survey 
of absorbmg mterest, throwmg a searching hght on social 
conditions and moral outlook m earher ages when the murder 
of adults and children, sometimes for tnflmg profit, was known 
to be common, even though manv cases must have remained 
seaet Emphasis is giv en to the apathv and recurrent antagon¬ 
ism which seriously retarded the development of the svstem, 
despite the great need for maeased safeguards of hfe, but 
gradually prejudice was ov ercome and the worst defects were 
rectified. 

The account of the contemporary situation, however, shows 
that there is snll httle justificanon for complacency it can be 
very easy to hav e a death certified as “ natural ”, and the death 
of a chromcally ill patient at first certified as natural has often 
later been found to be due to deliberate or acadental violence 
This is disturbmg readmg, especially m conjimcnon with a later 
remark that more than 100,000 bodies a year are buned without 
bemg seen after death bv a doaor One chapter is concerned 
with the necessity for expert necropsy after sudden or unex- 
plamed death, because many murders vs ere minallv overlooked. 
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either bccnusc there was no necropsj or because the bodv was 
examined b> someone incxpenenced in mcdicolcRal work The 
remarl in this chapter that necropsies for coroners m London 
arc alwavs earned out b\ forensic paiholORists is ineoircct 
Much attention is given to the certification and registration of 
deaths, including the problems involved in stillbirths, and the 
dianncls along which information can reach the coroner 
A highlv cntical approach is maintained throughout this 
bool, but the final chapter suggests remedies for mans of the 
present weaknesses Among these suggestions are a compre¬ 
hensive reorganisation of the coroner svstem, improvement of 
the cerufication and registrauon of death, more dirca and 
speedier reporting to the coroner, safeguards for cremation, 
bunal at sea, and embalming, and tiglitcr regulations concern¬ 
ing stillborn infants 

The book is vcr> well documented and errors arc few An 
intricate topic has been most carcfulK and lucidlv presented, 
and there is much here to stimulate thought in anjone whose 
ambit includes medicolegal affairs 

Law for the Rich 

A Plea for the Reform of thi. eltoruon Lau ALICE JtsKtss 
With a foreword bj Glanwille Williams, ll n ,F n A London 
Victor Gollancz 1960 Pp 95 15j 


countrvmen who have done anj thing said anvahing, or vvTitten 
anjthing about space This punctiliousness sometimes makes 
dull reading, but it serves to balance die raev lounalistic stvlc 
of the waiting Nevertheless, the book is a useful up-to-date 
summarv of progress in the new exploration, cspecnilv since it 
contams almost cv crj possible reference m easilv readable form 
It IS impossible to read this account w itliout man clling at the 
immense efforts Amencans have made to solve die scientific, 
tccJinological, and biological difficulties that face them 1 he 
number of commercial firms, universities, sen ice institutes, 
laboratories, and other Government agencies pardj or vvhollv 
engaged on space research is remarkable, and the single- 
minded determination and courage of some of the experi¬ 
menters commands the greatest respect Manv of the ide-'S 
and the suggested soluuons seem farfetched for example, the 
proposal that, like Hansel and Grctel, die space trav cller should 
keep alive bj nibbling portions of the slup, the internal struc¬ 
ture of which is to be cntirclv edible, or that, to protea him 
against the effects of acceleration, he should be entirelj 
immersed in the liquid rocket fuel Yet manv were inclined 
to mock at attempts to intercept, m a net drawn bv an aircraft, 
an object falling through the skies above the Pacific—a catch 
wluch, after man> failures, the Americans have twice brought 
off 


In this short book written, she tells us, in her 72nd jear. The book gives all the facts about space and how to get read) 
Mrs Jenkins describes die efforts ofvv hat Dr Glanville Williams to explore it For the general medical reader (or his son just 

calls a pressure-group to secure reform of the law against entering medical school) it is an inexpensive and unexaaing 

abortion Of the group’s humanitj, courage, patience, and \va> to prepare for and understand the next exemng steps in 

devotion there can be no question and it takes some hardihood the exploration of the universe 

to deny that the cxjsting law—unequal, at once terrifying and t 
jncffcctual, and part cause of the great sum of misery, impaired / Behavior Genetics 

health and lost lives associated vvidi illegal interference with John L Fuller, Roscoe B Jackson Memorial Laboratory, 

pregnancy—needs reform What to put in us place is a for W Rodert Thompson, Wesleyan Univtrsiiy New Vorkand 

more difficult question London John Wiley 1960 Pp 396 72j 


This group—the Abortion Law Reform Associauon—believes 
that a pregnant woman should have the right to decide whether 
her pregnancy should go to term, and, though a far more 
moderate Medical Termination of Pregnancy Bill, drafted by 
Dr Glanville Williams, appears in an appendix the group 
apparently regards it as only an interim measure It remains 
to be seen what they tlunk of Mr Kenneth Robmson’s Bill 
which wall have a second rcadmg on Feb 10 

Neither Mrs Jenkins nor Dr Glanville Williams seems quite 
to realise what the practical imphcations of their proposed 
reforms are If the present law is to be changed, someone must 
be given lifc-or-deatli power over the conceived unborn until a 
ccrtam time after conception How long shall this time be ? 
How shall It be determined and who shall decide^ The 
pregnant woman, husband and wife, a tribunal, one doaor or 
more than one, arc possible candidates and there arc obvious 
objccaons to any or all At present tlic doaor practises on tlic 
basic prmaplc that he does not take life (sav c cxccpuonallv to 
save life), to ask him to depart from it is not a small matter and, 
for the sal c both of the common good and of the profession of 
medicine, the conditions under which he docs so depart must 
be V cry clcarlv defined 

Space Biologx 

-- Tie Fi^itors tn Sf'a^e Flight jAviES Hanraiia , David 

Blsiintll London Thames & Hudson I960 Fp 263 35i 
\\ UFSTVEK America or Russia s^nds a new device out of the 
atmosphere, some newspapers discuss what thev call the “ space 
race This new book from Amtnca has won another sort of 
race the race to get an account of the human faaors in space 
fliclit ’ into pnnt, and it bears some sicns of hurried prepara¬ 
tion No doubt there were compc no's in hard pursuit 

Despite a clnpter on philosopln, religion, education, music, 
painting and literature, the beik is brgclv n catalogue of the 
everts c-xpenn ents and pcrsonaliucs o'" the kmeriean effort 
in sp„cc rcsca-eh Flie autho-s arc to be congra ulated on their 
c's-rgs and te -ci'v they have coUcacd all relevant (and 
'o—c ri. cnnrciv relevant / pree'o‘‘info-iralion on the subjeO, 


The two American authors have each had wide experience 
of research into the genetics of intelligence and behaviour in 
lower mammals, such as dogs, rats, and mice In this valuable 
work tlicy set out what is known of the inheritance of human 
mtcllcaual abilities, personality and temperament, and mental 
disorder against this background of cxpcnmtntal work in 
amraals There is substanual agreement between the animal 
findings and the human data in shovvmg tint genetic faaors 
contribute much to the variauon found in mental qualities 
Unfortunately, the animal experunents as yet add little to our 
understanding of the genetic mechanisms involved 


The Practice of Medicine (2nd cd London J & A 
Churclull 1960 Pp 973 37j 6d)—The second cdiuon of 
this popular textbook is a notable achievement Not only has 
Sir Jolin Ricliardson been able to male it sliglitly shorter 
than the first, but he has reduced its size and thicljicss so 
successfully that it now vvciglis only about 3Vj lb instead of its 
old weight of 7‘/j lb Tlus slimming procc s is much to be 
welcomed, cspi-aally since tlic fat has, as it were, been taVen 
off where it was least wanted Certain scaions have b''tn 
reduced, but the policy has been that where a subjea l' well 
known less space has been given to it ilianvvhcrc severalpovvi- 
biliucs hav e to be discus-cd The onlv question here, of cour 
IS to decide by r )cm the subjea is well known if the reader 
is a medical student at the beginning of hi-, clinical mcdicirc 
he mav at times feel the need for amplification This po'siblc 
complaint is, however, well comp'-nsated for bv the clear 't,Ic 
of most of the wruinc, and the generally practical and dca ivc 
attitude wluch nearly all the author- have adopted There iv a 
new scaion on fungus diseases of the lungs, and references 
to much new worl Mo'c emphasis might vi cfullv be gi ea lo 
ischxmic hcart-di,c 2 M and athcro clero is, ceimpa cd, -sv, 
with chrome valvailar disc'’sc of tlic hcirt, and Ic jy liaps ua 


svphiii , which has more paics th-n both the first two co' 
ditio-’s combired even wiiivoat inch ding central n''roi 
lesions But thc-e a-c matte-x of opinion and do no' d-i a"" 
from the value of this co-np^tent -’nJ u eful bt'^il, fo' !'> 

-V-A,,.,* .... V.,.—. r. iNI, Vi r il. ’ r relich c-cdl 
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Genetic Hazard of Medical X Rays 


Disquiet over the possible genetic efifects of medical 
radiology was aroused by the Aledical Research Council’s 
report ^ m 1956, and soon afterwards the then Mimster 
of Health announced the formation of a conmuttee, 
with Lord Adrlan as chairman, to “ review the present 
pracnce m diagnostic radiology and the use of radio¬ 
therapy m non-mahgnant conditions and to make 
recommendations ” The committee found their task 
long and mvolved Their mtenm report - last year dealt 
with mass mini ature radiographj', and the second 
report,® published this week, analyses the genetic 
hazards of medical radiology, the somanc hazards are 
still under study, and presumably a further report on 
these will follow 


The comnuttee’s mam conclusion is that there is no 
need for major restncuon m radiological practice 
They estimated the annual genetic dose to the popula- 
I Uon of this country—i e., the dose which would have 
to be given to everyone to produce the same genetic 
effect as the doses actually received. Medical diagnostic 
radiology contributes an annual average of some 14 milh- 
j roentgen (mr) per person, compared with " at least 22 ” 
estimated m 1956 *, and therapeutic radiology adds just 
over 5 mr, for which there is no previous figure for 
comparison These values are undoubtedly much more 
rehable than earher estimates, the accuracy bemg put 
at better than =:10% The reasons for this preasion 
mclude the fact that statistical data were obtamed from 
the 1500 hospitals of the National Health Service which 
X-ray equipment, thus enabhng the distribution of 
examinations between the different types and the various 
•vNage-groups of patients to be deterrmned more accurately 
' \ thm before An idea of the scope of the work behind 
^p^report can be given by some figures m 130 hos- 
' pnals, about 60 physiasts earned out 13,800 measure¬ 
ments of the radiation received by o\er 5400 patients 
' This IS a much vaster survey of radiation dose than any 
so far attempted anywhere m the world, and the vana- 
, Uons of techmque and dose that were found between 
^ one hospital and another full} justif} the scale of Thi«: 
I mquirv 

^ 1936^^Cmd' 9 -lc?^ AlEcd Radiauona HJwt Stanoacry 

^ ^ Rad^iogical Hazards to Patients Tnrmm Repo-t. 


Hvi e' “ zsa^o'ogicai Hazards to Patients 

3 1559 S-e iireeer 1959 i 
oral Hazards to Panen^ Second Repot o' 

4 olw, I960 Pp 114 6i 

Oibc-n, s B Sm-th E. E. Lonce 1936 i 9^9 
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In male patients the dose to the scrotum was measured 
directly, but m females estunates of skm dose were 
made m the centre of the X-ra} beam and over the 
ovary, an electromc computer converted these to ovary 
doses, usmg a senes of measurements earned out on a 
model designed to absorb and scatter X rays m the 
same way as a human body For many types of 
exammation the mean values of gonad dose per 
exammaoon thus denved are s imil ar to those previously 
reported For some, such as pelvimetry and salpmgo- 
graphy, the dose now reported is lower than earher 
figures, and this may reflect the pubhaty of the past 
few }ears about possible hazards of obstetnc and 
gynEcological radiology Other exammations, such as 
chest radiography, show a high average, because m 
some hospitals techmques were poor and the gonads 
were m the pnmar}' beam, mdeed, the gonads were in 
the beam for 10% of all chest radiographs of males 
recorded m detail, and for as many as 51% of those for 
females Consequently, radiology of the chest provides 
as much as 5% of the genetic dose due to diagnostic 
radiology Obstetnc radiology contnbutes a third of the 
total, and irradiation of the pelvis and femur another 
third Separate surve} s of mass miniature radiography 
of the chest and of dental radiography showed that these 
each contnbuted only about a thousandth of the annual 
genetic dose Of the much smaller dose from radio¬ 
therapy, only 10% IS attnbutable to the treatment of 
mahgnant disease, parti} because patients are often 
sterihsed by the treatment, and partly because the} are 
older and Aerefore less likely to have children More 
than half the total radiotherapy dose comes firom the 
treatment of skm conditions, and most of the remamder 
fiom the treatment of ankylosmg spondyhtis Only a 
small proportion of the total can be attnbuted to radio¬ 
active isotopes used m diagnosis and therapy 

Two stnkmg pomts emerge fi’om the dose survey 
Firstly, the gonad dose m diagnostic radiology is not 
necessarily reduced by makmg the beam of X ra}rs more 
penetratmg an op timum is reached at about 70kV 
with 1 mm of al uminium filter Secondly, a few hos¬ 
pitals with faulty techmques can contnbute a large 
ftaction of the total genetic dose, and the same is 
probably true for the radiotherapy of non-mahgnant 
conditions It is estimated that the total annual genetic 
dose of 19 3 mr could probably be reduced to about 
6 mr, simpl} by the umversal adoption of careful 
techmques giving low doses to the gonads A s imil ar 
pomt was made, m a less stnkmg way, by Larsson® 
m his assessment of the genetic dose m Sweden 

In the report several speaahst panels make many 
useful suggestions about how the dosage could be 
reduced without affectmg the v alue of radiology m the 
vanous speaalnes, and thev deserv e careful study The 
mam recommendations (summansed on p 1292) are clear 
and forthnght, but not ver} revolutionar}, and they are 
similar to those of committee in of the International 

5 Stanford R. ^ Vance, J Bnt j Rad’c^ 1955 2S 357 

6 Alarun J H Med J ^urr 1955 u S06 

7 IJi.rhltn J S Meur): L Pullman I Sherman R S Antr J 

Ror^ ger^l 19d» 78 961 

8 Larsion L. E- Acta raaicl ruppl 157, 105S 
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Commission on Radiological Protection ® Most of them 
are already observed m the best radiological depart¬ 
ments, but their um\ ersal adoption mil cost cifort and 
monc}, we hope that both mil be amply provided For 
instance, light-bcam diaphragms are recommended, 
gonad shields “should invanably be used” where a 
high gonad dose can be prevented by their use, image 
intensification should be more widely used, all equip¬ 
ment should be checked regularly, and the development 
of automauc devices encouraged, adequate medical and 
techmeal stalf should always be available, and suitable 
training given in radiological hazards It is certainly 
going to be hard to supply enough vv cU-trained radio¬ 
graphers to staff fully eveiy' X-ray department in the 
country And if, as seems very likely, it is impossible 
w ithout a big increase in their salaries, the money must 
be provided A smaller point of interest is that the 
locahsauon of metal foreign bodies by fluoroscopy is 
deprecated because “ electromc metal-locating equip¬ 
ment IS now available ” Such equipment has been 
described from nme to time,*® but is, we beheve, 
available commercially only from America, we hope that 
similar BnDsh-made apparatus will be on the market 
before long 

Most of the recommendations, however, wall cost 
httle more than careful thought to implement Previous 
X-ra} c\aminaaons or courses of radiotherapy should be 
invcsugatcd before a patient is further e\posed to 
radiation, the X-ray beam should be of the minimum 
practicable dimensions and when possible should be 
diverted away from the gonads, fluoroscopy should 
be replaced by radiologj’ whenever possible, and should 
in an} case be preceded by ten minutes’ dark adaptaoon, 
fast films and screens should normally be used Of 
these measures, undoubtedly the most important is 
reduction of the size of X-ra} beams to the minimum 
neecssar}, and the authontanv e re-statement of this 
pomt in the report should carry great w eight 

Lord Adrian’s committee, and those who have worked 
with them, arc to be congratulated on the monumental 
task desenbed in their second report They have con- 
tnbuted to a better understanding of how the benefits of 
radiologv can be enjO} ed in our generation wathout senous 
risk of accumulating genetic debts for our descendants 
to pa} While the genetic dose from radiology is smaller 
than w as at one omc feared, and is smaller than that in 
manv other countnes, it is, as the report remarks, much 
greater than necessary and should therefore be reduced 
Thev hav c thus skilfullv contnv cd to reassure the genera! 
public about X-ray c.\armnauons while admomshing 
those radiologists and, more espcaallv, other doctors 
who do not ensure that adequate prccauuons arc taken to 
protect their patients as w ell as thcmselv es and their staff 
W e hope the Adrian recommendauons wall be promptly 
followed bv hospitals and doaors with X-rav equipment, 
without the need for regulations or legislation 
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Chemoprophylaxis in Chrome Bronchitis 
The first recogmsable pathological change m chrome 
bronchins is hypcractiv ity of the bronchial mucous 
glands,* which chnically is reflected in visad, grey 
sputum, but sooner or later pathogenic organisms arc 
apt to gain a foothold in the bronchial tree and infcaion 
may become an important factor Acute cpisodc> 
require prompt treatment, first, because they may 
produce sudden, disastrous detcriorauon of lune 
function, and, secondly, because residual broncho^ 
pulmonary damage should be mmimiscd in order to 
prevent further permanent encroachment on the 
respiratory' reserve Mulder’s onginal work,* sina 
amply confirmed,®”’ indicated that the pyogens most 
commonly' associated with mfecuon in chrome bron- 
thins and bronchiectasis arc Hivmophilus mfluatzev and 
the pneumococcus, and it is now accepted pracucc to 
prescribe in the first mstance chemothenpy cflcctivc 
agamst both these organisms—3 combinauon of 
pemciUin with streptomycin, chloramphenicol, or one 
of the tetracy'chne group of drugs 

But, if it IS good to cut short acute episodes of 
infection, it is obviously better to prevent them, and 
several workers iiave mvesugated the possibilities of 
chemoprophylaxis Streptomycin must be given by 
intramuscular injccuon, and long-continued chloram- 
phemcol admimstranon may produce blood dyscrasia, 
so one of the tctracy clmc group of drugs has usually been 
employed in a dosage varymg betw ecn 0 25 g and 3 g 
per day ®~*® But, despite cncouragmg results in the way 
of reduced sputum and fewer disabling cxaccrbauons, 
chemoprophylaxis has not so far been generally adopted, 
and two invcsugations in which the findings were at 
odds with tliosc of previous studies hav c reinforced this 
cautious attitude despite the relative incffccuv cness of 
pcnicilhn against H mjlucnzct the Bntish Tuberculosis 
Association *' found that phcnoxymcthylpcnicillin 
(624 mg daily) did as well as tetracycline (0 5 g daih) 
in cutting short axaccrbauons (though neither drug 
dimimshed their frequency), and Bridie ct al '* failed 
to detea any worth-while benefit from the administra¬ 
tion cither of phcnoxymctliylpcniallin (500 mg daily) 
with sulphadiinidinc (2 g daily) or of oxytetracycline 
(0 5 g daily) .. 
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In view of the uncertainty of the place of chemo¬ 
prophylaxis m the management of chrome bronchius, 
a report bj Noach^® of further experience of tetra- 
c} cline prophylaxis in a Swiss hospital is welcome He 
studied 13 chrome bronchmes all of whom were subject 
before admission to hospital to frequent episodes of 
infection They remamed m hospital throughout the 
penod of msesngation, and accordmgly supervision 
of progress was close and contmuous Patients were 
accepted for the trial only if their sputum could first 
of all be sterilised by the administration of antibiotics 
m full doses, and the dose of tetracychne required to 
keep the bronchial tree stenle was then detenmned by 
ser^ bacteriological examinations In 6 cases 500 mg 
daily, and m 5 cases 750 mg. daily, was required, m 2 
cases even a dose of 1 g daily was not enough In the 
11 cases m which effective tetracychne prophylaxis was 
achieved, infection-free periods of from 140 to 192 days 
were observed, whereas before admission to hospital 
the mean mfection-free penod had vaned finm 3 to 21 
days After mfecnon-fi^ penods lastmg at least ten 
tunes longer than the average infection-free penod 
before the start of the tnal, six control penods without 
tetracychne were mtercalated m 5 cases m three of these 
SIX control penods the sputum rapidly became infected 
again. In confonmty with previous expenence the 
dominant organisms found m sputum before prophylaxis 
were H mflitenza and the pneumococcus Neissena 
catanhalts was also rather commonly found, and 
No4ch considers that it should be r^arded as a potential 
pathogen. Dunng tetracychne prophylaxis bactena less 
commonly associated with bronc hial infection made 
then appearance— Klebsiella pneiimmicE, proteus. Pseudo¬ 
monas aeruginosa, and Staphylocacats aureus —and, 
although they often disappeared spontaneously without 
causmg symptoms and without dtermg the character 
of the sputum, sometimes they produced cbniral 
detenoration, occasionally even when still tetracychne- 
sensinve 


Noach concludes that tetracychne chemoprophylaxis 
maj be of great value to the chrome bronchitic with 
frequent exacerbations of infection, but he emphasises 
that for the best results it is essential first of all to 
sterilise the bronchial tree and then to give a high 
enough mamtenance dose of tetracychne to keep it 
^enle The macroscopic appearance of sputum, he 
beheves, is not a sufficiently accurate guide as to whether 
mfecuon is present or not careful bacteriological con¬ 
trol cannot be dispensed with Although he does not 
deny that tetracychne chemoprophylaxis may stdl be of 
benefit even m cases where the sputum bas not been 
sterilised, he pomts out that there is a risk of the panent 
finishmg up with a bronchial flora resistant to tetra¬ 
cychne and perhaps to all available antibiotics He does 
not favour the immediate and automatic treatment of 
infectis e episodes with 1 g tetracychne for 5 to 7 days, 
^mce he beheies that this dosage may fail to eradicate 
bronchial infection completelv 
h»e\erthele ss, good results hate been claim ed for 
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this method,^'’ and, smee with it supervision is 
relatit ely easy, it seems worth further trial m bronchitics 
whose respiratory tracts are not chromcally infected 
For patients seriously disabled by infection, contmuous 
prophylaxis seems clearly preferable, and this is a more 
onerous undertakmg While the balance of evidence 
suggests that it may have a valuable place m the manage¬ 
ment of chrome bronchitis, more Imowledge is needed 
about the type of case for which it is appropnate and 
about the conditions which determme success or failure 
It should be unnecessary to justify effective prophylaxis 
on economic grounds, but, all things considered, it is not 
expensive — Ineffective prophylaxis, on the other 
hand, is not only costly it is potentially dangerous to the 
patient and to others as it may produce a drug-resistant 
bronchial flora. Thus, until further information is forth- 
commg, contmuous chemoprophylaxis should perhaps 
be undertaken only where progress can be fully checked 
and the results anal ysed 


Annotatioiis 


GHANA AND LIVERPOOL 

Ix Ghana the National Research Council has deaaed to 
establish an Institute of Tropical Medicme and Enaemic 
Diseases, to be developed m close assoaanon with the 
Liverpool School of Tropical Medicme Formea m con¬ 
sultation with Prof B G Maegraith, dean of the school, 
the scheme was msugated by the President of Ghana, Dr 
Kwame Nkrumah, who has taken a great mterest m it 
smee Its mcepnon 

The institute will give courses of tr ainin g to Ghanaian 
and expatnate medical graduates who hate been trained 
abroad and mtend to practise m Ghana Until there is an 
undergraduate medical school m Ghana, most doctors who 
work m that country are hkelv to have been tramed largelv 
m curanve medicme as praensed m Europe and America— 
without the emphasis on the soaal and preventive side of 
commumtv-wide disease that is necessary for practice m 
rural tropical areas The courses given bv the staff of the 
new institute will be designed to meet this rather different 
need, and perhaps at some later stage the teachmg now to 
be evolved will prove useful m constructmg an imder- 
graduate ctimculiim At the same time research on 
aspects of the local diseases, and on the vital statistics 
of the country, will be imdertaken with the immediate 
object of improvmg health Here the work of the institute 
win be complementarv to that of the existing medical and 
other services, mcludmg the umversitv 

In these det elopments the Liverpool school wall acnvelv 
assist—e g, m the recruitment of expatnates and of 
Ghanaians Full details hate not tet been worked out, 
but there will be close haison between institute and school 
with regard to teachmg and research For mstance the 
school will from time to time seexmd members of its staff 
for short-term projects, mcludmg lecturmg and research, 
and later some exchange of staff is likelt Also the school 
has agreed to take Ghanaian postgraduates for trammg m 
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rcscirch, teaching, hjgiene, and so on, and Ghanaian 
tcclinicians will be trained m the school On the other side, 
housing and laboratorj space arc to be pronded in Ghana 
for members of the staff of the school who have been 
seconded to work there 


SIMPLE ULCERATION AND CANCER 

The skin provides ample evidence of the tendency of 
inflammatory or ulcerative lesions to become mahgnant 
examples are lupus vulgans, chronic leg ulcers, and old 
scars from other causes This tendency may prove to be 
an important factor in the understanding of mahgnant 
disease, and any evidence mdicaung umversality of this 
trend would clearly be of value Such evidence has been 
forthcoming from observations on the alimentary' tract 
Here long-contmued chrome inflammation may mamfest 
Itself in gastric or duodenal ulcerauon, regional entenus, 
or ulcerative cohtis There is growing evidence that the 
colon has the same malignant potentialiues as skin, since 
It IS now bemg accepted that the incidence of malignancy 
IS increased by ulcerative colitis ', thit the persistence 
of inflammatory changes is an important contributory 
factor, since this inadence rises with the durauon 
of the disease, and that, as in the skin, longstanding scars 
are as dangerous as persistent ulceration since not infre¬ 
quently cancer develops in cases which have become 
qvuescent ’ That no evidence has been forthcoming 
regarding regional ileitis is almost certamly due to the 
relativ'ely recent recognition of this disorder, with rather 
less than thirty years of clmical observauon, mabgnancy 
would only now begin to be idcnuficd as a sequel Crohn ’ 
himself reported cancer m only 1 of 676 cases, the case 
not being recorded m any detail But smee 1955, when 
Hughes ‘ first noted mabgnancy m a case of regional 
jejumtis, 5 further instances have been reported, and 
now Buchanan ct al ‘ have reported a further instance, 
and Zisk ct al' 2 instances—though in 1 of these it is not 
clear whether malignancy followed or coinadcd with 
regional ilcius In general it is cpithchum that is appar¬ 
ently suscepublc, but Hughes’ case was of rcuculum-ccll 
sarcoma, possibly mcsothchum is subject to the same law 
of mahgnant change but, being less at risk since it is more 
seldom damaged by inflammauon, malignant change m it 
is less common There suU remains one great anomaly 
why does persistent duodenal ulcerauon not give nsc to 
cancer ? 


PRISONS IN WILD PLACES 


Dartmoor Prison was started m 1806 to hold French 
pnsoners-of-war, and it did not receive convicts unul 
1850 In us earhest days it was desenbed as “a great 
tomb of the hving ” ' Since then it has been much rebuilt 
but not grcailv improv ed The fabric of the bvulding has 
latterly needed more and more attention the penmetcr 
wall crumbles mtermittcntlv away, nor arc some of the 
staff quarters in much better shape For these and less 
material reasons, the Home Sccrctao's recent dcasion ' 
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to move the prison to another site has been vvadelv wel¬ 
comed Prison officers -md their families dislike the life in 
that remote and gloomy place, and, from very different 
motiv es, the Nauonal Parks Commission and the Dartmoo 
Preservauon Associauon wall gladly speed the parting 
prison Mr Butler’s decision w as made despite the com 
mittec of inquiry’s rccommcndauon that tlie Pnson Com¬ 
mission should be allowed to erect a new prison near the 
old 

The chief difficulty arising from the Home Sccrctirv's 
decision is us effect on the Princctowai community which 
depends for ns liv chhood largely on tlie prison and the 
visitors It attracts Though the evacuauon wall be pro 
tracted, Pnncctown may ulumatcly become a “ghost 
town” Economic development of the Moor has proved 
pcrsistentlv frustrating extensive afforestation and cattlc- 
raising would be unlikely to bring relief to this furthest 
point from larger centres 

The move accords well with the present trend in prison 
care and is undoubtedly wise Adequate staffing plus 
modern methods make the security of a remote site less 
significant Nearness of industry and ease of access to 
relauves are essential to current ideas about rehabilitation, 
and day'-to-day administration will be much easier Nor 
has the gaunt environment of the Moor helped much in 
reforming the persistent offenders sent there, despite the 
impressive changes in communal atmosphere wrought by 
the last two governors The Alcatraz approach in the care 
of the mentally and socially ill has fortunately lost us place 
in psychiatry and penology 


MEDICINE IN THE FACTORY 


A VAST number of premises he witlun the province of 
the factory inspectorate—over 220,000 faaoncs, 50,000 
building operations, and thousands of docks, warehouses, 
and works of cngmecring construction The larger 
organisations have set up their own health services, which 
have proved successful in the eyes of employers and 
employees abkc But m 97 7% of industrial premises 
fewer than 251 people arc employed half the total labour 
force, subject to inspection, work m these small units 
Last year, commenung on Lord Taylor’s account of the 
jomt industrial health service at Harlow,* wc argued 
that the mdustrial health service of the future might be 
mamly citweal and should be divorced from the dunes of 
enforcement earned out by the inspectorate, and that the 
smaller enterprises should combine, as at Harlow and at 
Slough, to provide such a service * There is much, vve 
think, in Lord Taylor’s view that preventive medicine 
develops most naturally out of cunuve medicine—that 
both workers and management hsten most readily to 
the doctor who has vvon their confidence as *1 clinician 
Another attracuon of this scheme is that, being unoffiaal, 
It is feasible without controversial Icgishtion and that 
progress could therefore be made at once 

Meanwhile, ns its new report’ shows, the factory 
inspectorate is undermanned for its statutory duties 
At the end of the year there were 409 inspcaors, "ath 
vacanaes for a further 30—10, of these only 18 wet* 
doctors, and 5 of these were working at headquarters 
This small staff records, analyses, and classifies acadenH 
that prevent worlcrs from earning a full w age for 
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tEian three days (of which there are about 6000 on each 
working day), erforces those sections of the Factones 
Acts designed to prevent acadents, and educates tho^e 
concerned in the causes This is valuable and fruitful 
work last year the number of fatahties was the lowest 
ever recorded, though unhappily accidents to young 
persons rose to 11,001 from 9838 in 1958 

The medical mspectors are helped by the appomted 
factory doctors (2179, mostly employed part-time), and 
these may mdeed be regarded as the prmcipal regular 
medical field force the factory department possesses From 
them comes most of the imtial notifications of mdustnal 
diseases, and they regularly mspect all workers in danger¬ 
ous processes But they do not, of course, provide the 
kmd of chmcal mdustnal service which Lord Taylor 
wants to see in each locahty, nor do they yet constitute the 
kmd of medical link between the schools and mdustry 
which Herford '' thinks so necessary For reasons which 
we have discussed,^ ® this country stdl lacks the mteUi- 
gently planned mdustnal medical service to which the 
workers are entitled and for which it could, if need be, 
find the necessary resources, and we c ann ot feel that tune 
alone can be rehed on to remedy the defects of a system 
which has never been any thin g but mcomplete 


ADRENOCORTICOTROPIN 


One of the most mtngumg aspects of biogenesis is the 
curious manner m which the animal orgamsm synthesises 
the steroid hormones from acetate The anabohc 
sequence of acetate (Cj), mevalomc aad (Ce), isopentenyl 
phosphate (C5), squalene (Cjo)} and cholesterol (C2,) is 
well estabhshed, and, despite the complex changes 
involved, this sequence can be achieved by a variety of 
somatic cells But only m the endocrme glands, and m the 
adrenal cortex m particular, can the subsequent changes 
which lead to the formation of corticosteroids, progestms, 
androgens, and osstrogens be imtiated Basic to the forma¬ 
tion of all these hormones is the conversion of cholesterol 
to pregnenolone (3P-hydroxy-pregn-5-en-20-one)—a step 
which IS promoted and perhaps imtiated by the adreno- 
comcotropic hormone secreted by the pituitary 


The synthesis of a polypeptide with the full biological 
acuvity of adrenocomcotropm (comcotrophm) has been 
announced by the team of biochemists at the Umversity 
Pittsburgh led by Dr Klaus Hofmann • The essential 
structure of this tropic hormone was defined largely by the 
work of Bell et al ’ who estabhshed the basic structure of 
a-comcotropm (from sheep) and p-comcotropm (from 
pigs) as a straight cham of 39 ammoacid residues, the 
speaes difference hes m a shght alteration of the ammo- 
aad sequence This group also estabhshed that the 
terminal 11 anunoaad residues were not essential for 
lological activity, and the successful synthesis by 
0 mann of a 23-anunoacid polypeptide with full activity 
te cates that a further five residues are unnecessary 
wo peptides a and p melanocjrte-stimulatmg hor¬ 
mones which stimulate the pigment cells and so darken 
e sKm of cold-blooded vertebrates, have been known for 
some time to be termmal fragments of the adreno- 
comcotropig molecule, and madentally to the mam work 


M Youth at Work London 1957 See Lancet 


Herford M E 
i 1026 

1952 I. 142 

^ y Tmes Dec 3, 1960 
J eirrer chem Sac 1956 78 5051, 5059, 5067 


the Pittsburgh team have synthesised a polypeptide of 13 
ammoaad residues with full melanocyte activity 

The synthetic adrenocomcotropm is claimed to repre¬ 
sent the largest protem-like molecule yet synthesised 
This is mdeed a remarkable and important development, 
but synthetic adrenocomcotropic hormone is unhkely to 
supplant, at least m the near future, preparations obtained 
from ammals sources, which are emmently satisfactory m 
chmcal practice There is hope that the pure hormone 
will aid study of the mechamsm by which the tropic 
hormone acts at its target organ 

URINARY INFECTION IN THE YOUNG 

The dangers of chrome pyelonephritis and the problems 
associated with its treatment have been mcreasmgly 
recogmsed of late years Often msidious m its onset, the 
condition may escape recogmtion until irreversible renal 
damage has occurred, at which stage antmucrobial 
therapy is of hmited value The early detection of urmary 
infection, espeaally m children, may thus be especially 
rewar dmg 

In a survey m a small township m Virgmia, Kiinin et al ^ 
apphed screenmg-tests for urmary infection to 3057 
young people aged 5-20 Clean-voided specimens from 
each sex were subjected to routme laboratory mvestiga- 
non, mcludmg tests for bactenuna From these studies 
It appeared that a colony count of over 100,000 per ml 
was a useful criterion of infection Comparison with 
specimens subsequently obtamed by cathetensanon from 
the girls m this group showed that lower counts were of 
httle significance, whereas 43% of those with over 100,000 
colomes m the clean-avoided urme had similar ^gh 
coimts m the catheter speamens In this way 15 girls 
(1%) were found to have sigmficant bactenuna, but no 
infections were encountered m 1647 boys In 13 of the 
girls m -whom infection was detected urmary disease 
had not previously been diagnosed, and no pus was 
detected m their urme at the mitial exammation, but 
further mvestigation revealed sigmficant pyuria m 5 
Among the 15 girls with significant bactenuna, excretion 
urography revealed fedupheanon of the renal pelvis m 2, 
nephroptosis m 1, and hydronephrosis and hydroureter 
m another Cystograms m 13 of the girls showed vesico¬ 
ureteral reflux m 2, possible reflux m 2, and a trabeculated 
bladder with suspected bladder-neck obstruction m 1 
There was no defimte correspondence, however, between 
the detection of such abnormahties and the ultimate 
recogmtion of p 3 runa 

While these findings may be of considerable epidemio¬ 
logical mterest it is questionable how far such surveys 
should be extended Although a large measure of 
parental cooperation was obtamed m the commumty 
m which the survey was earned out, it is debatable 
whether this would always be forthcommg elsewhere 
The importance of detectmg 1% of cases with bactenuna 
and an even smaller proportion with anomahes of some¬ 
what doubtful chmcal significance has to be balanced not 
only agamst the psychological disadvantages of such an 
mvesngation but also agamst its mconvemence and 
possible nsks The survey is, however, welcome as a 
guide to the pattern of urmary infecuon m young people 


Sir Howard Florey has been elected president of the 
Royal Soaety m succession to Sir Cynl Hmshelwood 
1 Kuiun C M , Southall, I, Paqum A J Nets Engl J Med 1960, 262, 
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mcnt of the pauents Harmon> of purpose, not always 
hnked with chagnosuc agreement, has led to a useful 
exchange of experience at all levels of semontj, and 
between the speaalues of psychiatrj and neurology 

Obscrvauon-unit pracace provides excellent teaching 
material for both undergraduate and postgraduate 
students, and can be valuable in training for higher 
exammations—not onlj’m psjchiatrj There can be few 
groups of pauents so likely to sharpen the wits of the 
clmiaan As Asher (1956) says “ 1 have foimd the 

work a chnically rich and mentally stimulanng addition 
to my general medical work which I would be loth to 
rehnquish ” 

It IS impossible to provide the best service for the 
patients without access to a full range of diagnosac faah- 
ties and investigations, and espeaally, for the cases under 
consideration, to skilled radiology', electroencephalography', 
and chnical pathology Immediate surgical and general 
medical faahties are also essenual, the most important 
perhaps bang the assistance of a neurosurgeon 

In planmng for future neurological and psychiatric 
services for the country m general, it may be worth 
considering the possibihty of creaung regional centres 
sited in such a way as to serve the combmed neurological, 
neurosurgical, and psychiatnc needs of a population 
group, and to be closely hnked with a large general 
hospital We consider that such umts would be far more 
economical and productive of improved results than the 
use of non-integrated speciahst appomtments, without 
adequate ancillary services 


To reduce unnecessary examinations, arrangements should 
be made for the readv av ailability of prev lous films and for th 
rouune transfer of films from one hospital to another 
All requests for examimnons should state precisch th 
clmical mdications and the information required 
There should be consultauon between clmician and radio- 
logist before extensive or repeated radiological eximmatioiso' 
y oung mdividuals are undertaken It must be realised that radio¬ 
logical exposure is just as much the responsibility of th* 
chmaan as of the radiologist 

To reduce the necessity for repeat mvestigation stna 
attendon should be paid to adequate preparation of th- 
padcnt before abdominal inv csdgation 
Special precaudons should be adopted in the radiographs of 
pregnant women Only essential examinations should b- 
earned out during pregnancy, and particular care should b 
taken to av oid irradiadon of the foetus w henev er possible In all 
women of childbearing age the clinician requesting the 
examinadon should never overlook the possibilitv of carh 
pregnancy 


Any previous history of radiotherapy should be ascertained 
before a new course of treatment is undenaken Permanent 
records of all radiotherapy should be maintained and be readily 
av ailable for transfer from one hospital to another 

Considerauon should always be given to altcmauvc methods 
of treatment before radiotherapy for non-malignant conditions 
IS undertaken 


Techniques 

In ev cry radiological cxaminauon, care should be taken to 
reduce to a mmimum the irradiauon of the gonads The 
steps necessary to tlus end arc discussed throughout th 
report In particular, strict nttenuon should be paid to th' 
following 


''S'c are sincerely grateful to members of the Assoaation of British 
Keurologists for much helpful discussion 
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RADIOLOGICAL HAZARDS TO PATIENTS 

Rccommcndntions of Adrian Committee 
The report discussed in a Icadmg article on an earlier 
page IS the work of a committee • appointed in 1956 “ to 
review the present practice in diagnostic radiology and the 
use of radiotherapy in non-malignant condiuons and 
to make recommendations ” Their proposals for reduang 
the dose of radnuon mvolvcd m diagnostic radiology and 
radiotherapy include the following 
Gt rural 

There should be cleir-cut clmical indicauons before nny 
\-rav cxamimtion is undertaken, and it should be ascertained 
whether there has been anv previous radiological cximination 
which would make funlicr examination unnecessary For this 
purpose the case sheet should have a section labelled “ previous 

X-ravs ” _ _____ 

• The members of the committee were Lord Adriax, o m , f r s , 
F R c r (chairman) Dr L G Blair, Prof J C McCllre 
Brow-vt f r c 5 ,1 o*d Evans f r c r , Mr R J G Grtwcock, 
L n s Prof A Bradford Hiil, frs Prof R J Kfllar, 

1 rcoc, ,Dr Pnp Kfriji, Dr D R Mmtlasd, Prof W V 
M vv M ORD, D sc Pro' J S Mitcjifli ,FRs,rRcr,Mr C 
Nuciiio More vs frcs Dr Ke smi Robsos, Mr T 
Ho„mes S'-.lor.s Frcs Dr G R Sew ard, Prof F VT 
Si IFRS, D sc , Pro' L J Wavst: f r c r , Pro' Charles A 
Wiit.s F P C.S ,arJ Pro' B W VTlsunTR, F p c S SecTC'arics 
Dr \ Cp icMiLvsi Mr 1 H BRAsnrs and Mr R L Br'ccs 
IT' c r’ V MC s 4 survev s and il e translation of the results into 
ma c ul ft' t*-' co""'"i tc- w "e o-fianis-d by Xtr S B OvBOp 
a~J M' K E Ellis, und" the ge-eml di'cctnn of Pro'c so* 
Sp *ri „ 


General to all Torms of Radiology 
Lvmtanon of field size —Strict limitation of field size to the tret 
necessary for the panicular examination or treatment should be 
routinely practised In diagnostic radiology, this should be done by 
fitting light-bcara diapliragms rather than circular cones, particularly 
when a large field size is used 

Beam direction —Whenever possible, the beam should not b* 
direaed towards the gonads and this should bo borne in mind 
particularly in examinations or treatments of the limbs, especially 
of the hand with the patient in the sitting posiuon 

Gonad shields —Adequate gonad shields should invariably be Lied 
in examinations or treatments whidi arc likely to give a high go-id 
dose, unless they interfere with the proposed cxaminatioa c* 
treatment 

Immobilising deuces —In the examination or treatment of children 
or patients who need support, mcchamcal devices to cnni't 
immobilisation should be used 
Particular to Radiography 

High speed films and screens —The use of the fastest film s'd 
screens consistent with satisfartory diagnostic value is strc'"4!y 
neommended 

Automatic timing driccs —Repeat exposures should be kept lo • 
minimum by the use of photoelectric Timers or similar dev tees 
these arc not practicable, accuntcly pre set timing devices shoald b* 
rcadilv available 
Particular to Fliioroscnpv 

Limitation of use —Huoroscopy should not be undertalen if lb 
same information can be obtnincd b\ radiography It should nm c 
used for locating metallic foreign bodies at operations as clec'ro' 
metal locating equipment is non available 

Derh adaptation —No fluoroscopii. examination should be 
talcn without adequntc dark ndipntion on the part o'the ch" - 
undcrtakinp the examination (at Icist 10 minutes) , 

■hitcmatic r iic/us — \11 (luorovcopy michtnev shmiM ^ 
with a clock, or oibcr timing dcviiv which autornaiicalh cu s o * 
beam after a certain time or a ctnain dose r/„ ~ 

Image ir cnsifi'ai o” —Mo c g-ne-al use should be mad- ori’" ^ 
intensification m such cxaminatiors as cardiac cal! e'e ^i-^ ^ 
There is urgent need for more rc<*arch into tbc pro'’!c'"S c i- 
imcnsif cation for mcJunl purpo cs 
r^r uLr tr Mels Mm ai ire Redegr^ph 

Inacco dance With tb-reco-in-nJations o'thccoir—itie* 11" 
report, cbc*t cxamira o-<4 o'p eg-a-'wo~"n sho JJ "o t ca - 
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out tvitli mass mini ature tedmiqueSj but by full-size films with strict 
limitation of field size For the chest radiography of children and 
adults of short stature either technique may be used, so long as 
adequate steps can be taken to exclude the gonads from the X-ray 
beam, otherwise large film s should be used 

ParttailaT to Radiotherapy 

In the treatment of skm conditions, use should always be made of 
the softest quality of radiation consistent with adequate irradiation of 
the ussues to be treated 

Radiauon should not be apphed to the ovaries for the production 
of a temporary artificial menopause, or for the treatment of inferahty 

Equipment 

Checks should be made regularly to ensure that all radio¬ 
logical equipment is mamtamed to the standard laid down m 
the Code of Practice for the Protection of Persons Exposed to 
Ionizing Radiations Obsolete and erratic eqmpment should 
be replaced immediately The development of automatic 


devices, and particularly those which reduce the risks of 
human error, should be actively encouraged 
Staff and Training 

Attention should be given to the provision at aU times of 
adequate medical and techmcal staff m radiological depart¬ 
ments In sparsely populated areas where radiologists or 
radiographers are not available, t rainin g m the safe use of 
eqmpment should be given to the general practittoners or 
nurses who have to cany out any rnin nr X-ray exammanons 
Adequate instruction should be given m the medical and dental 
undergraduate curricula on the uses and hazards of lomsmg 
radiations 
Surveillance 

The genenc dose to the population from diagnosnc and 
therapeutic radiology should be kept under effective review by 
the Health Departments 


Medical Education 


THE TEACHING HOSPITAL 


For the subject of its third annual conference, held in 
London on Dec 2, the Assoaation for the Study of 
Medical Education (Asme) chose the Function and 
Structure of the Teachmg Hospital Among the guests 
were some well-known architects and hospital admimstra-'' 
tors Sir Robert Platt f r c p , took the chair We refer 
briefly below to some of the contnbuDons 


Sir Russell Brain held that m the teachmg hospital pnonty 
must always be given to teachmg, and this prmaple was now 
easier to implement smce the National Health Semce had 
made special forms of treatment, previously restnaed to 
teachmg hospitals, more widely available Research was one 
of the most important functions of the undergraduate teachmg 
hospital Its stimulant effect was felt throughout the hospital, 
and apart from this “ specific metabohc action ”, it had the 
creauve function of awakenmg mterest m those who might 
make a career m medical research Part-time consultants should 
be given more opportunities to do research, and more whole- 
bme research umts were needed In the matter of hospital 
staffing, vvas the work of semor registrars always determmed by 
^^ainmg considerations and not by the convemence of the 
hospitals concerned ’ The demand for help for overseas 
graduates w as mcreasmg, and Sir Russell restatejd his plea for an 
organisanon to arrange the exchange of doctors at semor- 
registrar level 


^ Melville Arnott saw among the objectives of the 
teachmg hospital the mducnon of scientifically straight think¬ 
ing, a ^een mtolerance of the shpshod, and ” a bigb sense of 
Ignorance The mam educational mstrument was example, 
sn apprenticeship was sull at the core of the medical-school 
® os This country was m the openmg phases of a big pro- 
famine of hospital reconstruction (partly designed to replace 
inose h^pitals which had become, m Professor Amott’s phrase, 
tuneless mysteries of masonry ”), and 
me buildmg of teachmg hospitals should be a jomt hospical- 
- ^lotpnse, unimpeded by argument about who pays 

fimriTK j The emphasis m design was s hiftin g away 

Mm bed numbers towards laboratory facihues, and this would 
no the prestige of bed numbers, which often became, 
norsepower, a social-status symbol 
hsnnn - B W WiNDEYER’s View, the 

« "^ns unpossible to say where medical school 
to hri-? began, and to achieve this it vvas important 

RKra^l?'”* between cUmcal and preclmical staff 

nu^ part-nme consultants snll needed helping and 
hp T,i j Accommodation for research and teachmg should 
^placed near the ward (‘one step awav is one step too 
Prof G A G Mitchell disagreed 
ou cant imbed research m the wards ”), thus lUustratmg 


Professor Wmdeyer’s final pomt that there was always room for 
mdividuahty and differences of approach 

Discussmg the needs of the student. Dr J D Spillane 
recalled how often he had heard it said that today’s student 
was a less cultivated fellow than his predecessor What could 
we expect when speaahsation began at 16 ’ To acquire the two 
lands of knowledge he needed—of diseases and of people— 
he must have the proper environment and that was best 
provided by a umversity A gymnasium and a swimmmg- 
pool could be just as important as a lecture-theatre The look 
of the place determmed standards, and squahd surgeries often 
reflected the squalor of the student’s first professional environ¬ 
ment Dr Spillane’s coloured pictures show ed some spectacular 
Amencan developments m teachmg-hospital design (at Seattle, 
GamesviUe, and Stanford), contrasted with some more static 
structures nearer home 

Prof Clifford Wilson’s first requirement was a staffing 
system that allowed more time for teaching, that would make it 
easier to obey the General Medical Council’s exhortanon, 
" Educate more and mstruct less ” In fact he had detected 
a general reduction m contacts between student and teacher, 
and certainly research at all levels m teachmg hospitals was less 
than It might have been He also wanted to see the student 
given access to clmical matenal m which the acute and 
common conditions were not overshadowed And it should be 
generally recognised that the admmistrative orgamsanon for 
teachmg should be no less important than for other hospital 
acnvuties 

In Bntam, Mr D H Patey remarked, we had two big 
advantages m our teachmg hospitals the tradition that tea chin g 
was a privilege as well as a duty, and the acceptance by the 
pubhc of teachmg m hospitals The student should be recog¬ 
nised as an mtegral part of the medical team, and the title 
“ student doctor ” had its merits 

Dr David Stafford-Clark said it was mvaluable for 
clmical students to see teachers m action as clmicians, confer- 
rmg over cases and discussmg fines of action But the final 
answer, accordmg to Prof A. L Banks, was one of which he 
had just been remmded by the late Sir Robert Hutchison, 
whose portrait looked down on the meetmg—and that vvas to 
provide teachers who could teach But the chairman ruled that 
there were sUll good reasons for discussmg other provisions 

So Prof C H Stuart-Harris and Dr J D N Nabarro 
went on to discuss research m teachmg hospitals Both agreed 
on the merits of the critical research outlook as a stimulus to 
thought, and Dr Nabarro pictured the part-nme consultant as 
a valuable link between wards and research departments At 
Asme’s first conference doubts were raised about the wisdom 
of mtroduemg the undergraduate to research projects so early 
m his career, but last w eek no-one dissented 

Sir George Pickering was disappomted by the declinmg 
use of laboratory methods by clmical smdents The dust was 
settlmg and the ward laboratory was becommg extmet Such 
mquines by the student himself were a valuable exercise m 
mtegranon, encouraging him to view the panent as a whole 
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In US relationship to the communin, the teaching hospital 
«as, Prof Thomas AIcKeoun behcied, dehaentin its scnicc 
to the chronic sick and the mcntallj ill He v\-antcd to see a 
closer link beuseen the hospital and the communitj scrsiccs 
No service could be effective without continuirv between home 
and hospital bed As things were, a large part of medicine’s 
problems was removed from the tcachmg hospitals, and this 
put serious Iimitauons on research Prof A C Dornhobst 
Would not have it that the teaching hospital should be a micro¬ 
cosm of the medical services as a whole Patients with chrome 
diseases should not occupj teaching beds after the medical 
decisions had been taken The “ wacked uncle ” picture of the 
teaching hospital, taking onlj patients with large lumps, was 
surelj thirtj vears out of date 
Among the architects’ views, that of Mr Alexander Grai 
was that the whole process of building hospitals was hampered 
because people would not make up their minds what thc> 


wanted And he had stem dungs to saj about the dclavs c'' 
H Tiling for Treasur} approv aJ 

Dr J H Lindell, of Melbourne, described procrew 
towards new universities with medical schools and hospitals la 
Melbourne and Sjdnev If more than two doctors we'c 
delegated to deal with the arclutcct, the results, in his etpen 
cnce, were bad WTat he had seen of hospitals in this countn 
made him marvel at the quality of the work done und r 
appalling conditions 

Sir Arthitr STrrHENSOS, the distinguished Australiaa 
architect, declared that the universitv hospital should u- 
doubtedlv be pan of die universitv campus The basis cf 
successful design was the ward plan and on appreciation cf 
modem equipment Decentralisation of nursing services was 
the kc> to labour-saving In the matter of costs, much trouH- 
was caused bv “guess estimates ’’ and unfur comparison of 
costs per bed between one building and another 


Conference 


WILSON’S DISEASE 

from a correspondent 

It might at first seem strange that a condiDon as rare 
as Wilson’s disease should merit the dignitj of an inter¬ 
national meeting Such, howev'cr, has been the volume 
of work on this subject m the past fifteen years that the 
time appeared ripe to gather together in London sacntists 
from different disciplines to discuss recent advances and 
to formulate the more important problems for future 
research Appropriate!) the conference, on Sept 20-22, 
w as held at the National Hospital, Queen Square, Wilson’s 
own hospital, and it is hoped that the proceedings will be 
published in 1961, almost fifty years after the appearance 
of Wilson’s great monograph ‘ 

Copper Metabolism 

I H ScHEiNTiERG observed that copper deficiency has been 
reported in several species, the best example being svva>-back 
m sheep, but so far there have been no clearcul reports of its 
occurrence in man Tins he thought was due to the ubiquity 
of copper m the diet, to the rclauvcly small body requirements 
(around 100 mg m a man), and to the fact that, unlike iron, 
there is no major source of loss from the body Copper, 
however, apparently plays an essential parr in some metabolic 
processes, and apart from its role in utilisation of iron in 
hxmoglobin formation it is an essential consutuent of at least 
7 mctallo-protcins (of which cxruloplasmin, liver copper- 
protein, and ccrcbrocuprcin were later discussed at length) 

In ammals excess copper in the diet may giv c nsc to both 
hepatic lesions and hxmolytic crises—an uncommon, though 
well-rccogniscd, manifestation of Wilson’s disease In man 
acute copper poisoning almost invanablv leads to diarrheca and 
vommng Chronic copper toxiaty Schcinbcrg believes to be 
svnonymous vvitli Wilson’s disease, and he pointed out that 
in this condition the accumulation of copper in the tissues 
precedes the development of the lesion, the copper content of 
the affected organs mav exceed tlie normal bv 100-fold, and an 
adequate dccoppcnng ” regime results in clinical improve¬ 
ment The rclauonship of this excess tissue copper to the low 
cxruloplasmin nmains obscure but seems to be associated in 
omc vvav with a defect in the transfer of copper from the liver 
coppcr-p'otcin to cxruloplasmin As a result, copper accumu- 
la cs n tbc Itvcr and ts cvcntualls released into the plasma in 
a fo'ir av ailablc fo" diffusion into other tissues and for excretion 
b the kidncv He knew of no good evidence for abnormalities 
ot o her copper pro ens in Wilson s disease, such as tvrosmasc, 
c'-’o^h'X'—c C oxiJas- cc*’cbrocup cm, or liver coppc' pm cm 
1 Wl S A K Jr,,-, lOll-ie 34 


This last point was elaborated by A G Morell, who des¬ 
cribed the isolation and charaacnsation of liver copper-protein 
from both normal and Wilson’s disease livers TIic aminoacid 
chains of tlicsc two proteins are remarkably similar The mam 
difference between the proteins is that the copper content of 
protem from the abnormal livers may exceed the normal bv 
10-foId If the excess copper is removed from the abnormal 
protein its absorpuon spectrum closely resembles the normal 
Similarly if copper is added to the normal protein its absoiptioa 
spectrum closely resembles tliat of the abnormal protein No 
evidence was found for the existence of a specific protein in the 
Wilson’s disease livers wttli an abnormally lugh affinity for 
copper 

An interesting parallel finding was reported by HtATlxG- 
TOV Porter for bram copper-proteins The concentration of 
ccrcbrocuprcin is not increased in the Wilson's disease brain, 
and the excess copper is apparently bound to proteins normalh 
copper-free, the inhibitory effect of this abnormal copper on 
brain enzymes leads to the development of the characrcristie 
neurological lesions 

This conclusion was supported by K Rees, whose enzymatic 
studies have shown how vulnerable are -SH-dcpcniicnt 
enzymes, such as isocitnc dehydrogenase, to inhibition by 
copper 


Cxruloplasmlns 

C G Holmberc, one of the discov erers of this blue scrum 
protein, cxruloplasmin, pointed out that the 8 copper atoms 
in the molecule appear to be arranged in functional pairs, 
4 being in the cupnc and 4 in the cuprous state He suggested 
three possible functions for cxruloplasmin—as a transjiotl 
protem for copper, as an enzyme whose physiological substrate 
IS unknosvaa, or as a transport protein for substances other than 
copper, such as active amines which may then be earned on the 
protein to their site of detoxification, but for the moment thcic 
IS no evidence which, if any, of these three is the phvsio- 
logical role of cxruloplasmin in the body 

L Broman discussed the need for a method of separatm!: 
cxruloplasmin from whole blood which would not alter tb' 
physical or chemical characters of the protein This 
achieved by chromatography on hydroxyl apatite and dicibyl 
aminocthyl cellulose columns By this method he found tvo 
disuna peaks of oxidase anivity in normal human scrum, a'’! 
one of these, on rcchromatography, itself pave ri c to two 
distinct peaks 

TTic rclauon of the two cxniloplavmins to cadi other and ir 
factors governing their relative concentrations vva di cv. e 
by R RtaiTERiai, who has shown that tficir concemrau''''’ 
ahs-avs rise and fall together, and he concluded that c''> 
cither a precursor or a degradation product of the ot! -r At 
birth, hossever, only one of thc'c p'oicins is prc'cr ^ 
scrum, and tius he designated cxniJoph nun D In 0 ^ 
month of extrautenne life cxrulopla mm C app^r* m i 


scrum, and at the same time the cxcc s hepatic copp", pta 
in fatal life, is mobilised so that b, 3 r'o''tfis il c co"fc'-tra i t 
o’’copper in the liver and cx-niloplasmin C in the b ood re— 
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adult levels In respect of the hver-copper storage and the low 
blood-levels of csruloplasmm C, the foetus and the patient with 
Wilson’s disease are therefore remarkably similar, and he 
suggested that a failure to synthesise a peptidase necessary to 
convert storage c$ruloplasmm D mto transport caeruloplasnun C 
might be the genetically deterrmned lesion m Wilson’s disease 
The relation of the storage caruloplasimn D of Richtench to 
the liver copper-protem of Morell is not clear, and further work 
to detenmne this pomt seems to be needed 
The enzymatic properties of ctcruloplasmm have been 
mvesugated by G Curzon, who has shown that ferrous iron 
IS a powerful acnvator of the enzyme, and he suggested that 
an oxidation system may exist in which caeruloplasnun ovidises 
ferrous iron to the feme state and this m turn oxidises the 
substrate while itself bemg reduced back to ferrous iron In 
vitro such a mechanism appears to be mvolved m the oxidation 
of adrenochrome and 5-hydroxy-mdoleaceac aad but not 
S-hydroxytryptanune 

Genetics 

A gene frequency m the general population of approximately 
1 m 500 was postulated by A G Bearn, who asked whether 
the disease was m fact a homogeneous genetical entity and 
whether caeruloplasnun was the primary gene product The 
answer to this question, he felt, depended on our abihty to 
identifj with certainty the heterozygotes, and on the purifica¬ 
tion and fingerprmtmg of caeruloplasnun from both the healthy 
individual and patients with Wilson’s disease 
Attempts to detect the heterozygotes with radioactive copper 
(*’Cu) were discussed by I Sternueb, A G Morell, and 
1 H Scheinberg from New York, and S B Osborn and J M 
Walshe from London The New York group had estimated the 
rate of incorporation of the isotope mto caeruloplasmin at 48 
hours, and by this method had classified 29 of 49 close relatives 
of Wilson’s disease panents, but had been left m doubt about the 
remaining 20 Osborn and Walshe, workmg withm the more 
stnngent limitations on isotope dosage observed m this country, 
estimated the hver uptake of copper at 24 hours They studied a 
large family and beheve that they could detect the normal and the 
heterozygote sibhngs of a patient with Wilson’s disease They 
pomted out that the distribution of the isotope does not corres¬ 
pond to the calculated body pool of the metal m either normals 
Or patients—an observation which suggests active rather than 
passive concentration of the metal m the hver 
A Sass Kortsak also beheved that the failure of the 
Wilson’s disease hver to concentrate copper is not related to 
pnor saturation with the metal, nor did he consider there was 
evidence that the body pool of copper is mcreased m the 
heterozygotes He postulated that the defect m Wilson’s 
disease mvolves not only the abihty to mcorporate copper mto 
csruloplasimn but also the mechamsm of concentration at the 
pomt of mcorporanon 

In describmg the work of the Bir mingham school J F 
SooTHiLL suggested that three metabohe lesions existed mvolv- 
ing copper, caruloplasmin, and anunoacid metabohsm, any 
one of which might be present m the heterozygotes mdepen- 
endy of the others—a view which was not generally accepted 
by other delegates 

Hepatic Lesions 

. ^ Popper and F Schaffner suggested that the histo- 
^^cal picture was rather specific m Wilson’s disease 
e characteristic features observed are ballooned glycogen 
nuclei, clumpmg of the ceUular cytoplasm, and smaU fat 
top ets present m a hver otherwise typical of postnecrotic 
^^^t^'oly treated patients show an arrested lesion, 
M Ae sclf-perpetuatmg role of autoi mmun e processes is 
essdistmct than m other forms of cirrhosis 

t^nclusions, based on histological studies, were 
J u Sherlock’s clmical observations She 

to hepatic lesion m 4 young girls and the response 

tment with pemallamme As a result of this therapy the 
e^sits of copper m the hv er di mim shed or disappeared, and 
c panents improved greatly with disappearance of 


ascites and neurological signs, but in the 4th, despite a good 
biochemical response, the hepatic lesion progressed to a fatal 
outcome The great improvement m the hepanc status of 3 
of these 4 patients is of particular mterest as it has hitherto 
been suspected that the hver lesion was progressive m this 
disease, even when the neurological symptoms improved with 
therapy At the start of treatment one of these girls had a 
normal concentration of csemloplasmm but after two years’ 
“ decoppermg ” this had fallen to classical Wilson’s disease 
levels V M Rosenor has also made a similar observation 

The problem thus raised was further compheated bv a report 
by J L German from the Rockefeller Institute that, m some 
of lus patients, it has been possible to restore a low caerulo- 
plasmm concentration to normal levels bv the administration 
of large doses of oestrogens This w as usually accompamed by a 
disproportionate rise m the non-cmruloplasirun serum-copper, 
and by clmical deterioration, although 1 patient benefited 
significantly 

The results of c$niloplasmm substitution m 4 patients 
described by H Bickel were also disappomting By giving 
repeated mtravenous infusions of the protem he raised the 
blood-level to normal and succeeded m keepmg it there for 3 
months m 1 and a year m another case There was no 
detectable change m the urmary loss of copper or ammo- 
aads, and the downhill course of the lUness did not seem to be 
modified Such treatment, of course, mtroduces approxi¬ 
mately 0 34% copper with the caeruloplasnun, and possibly 
infusion of the apoenzyme would be of more value to the 
paaent if the te chni cal difficuloes m its producaon could be 
overcome 

PemciUamine 

H V Aposhian reported on the toxic acnon of the L-isomer 
of pemcillamme This is probably due to its abihty to form a 
thiazolhdme with pyndoxme and thereby act as a vitamm-Be 
annmetabohte The D-isomer, however, appears to be non- 
toxic apart from causmg occasional sensinvity reacaons 
Acetyl pemcillamme, although not able to promote cupnuresis 
m man, he has found to be v ery acav e m protecang rats agamst 
mercunc-chlonde poisomng, and it should therefore have a 
place m the therapy of this condiaon 

In man Walshe has found that pemcillamme mcreases 
copper excreaon by rendermg it available for excreaon at the 
glomerulus, and at the same time he observed a fall m the 
plasma-copper level This suggested that copper had been 
mobihsed from c$ruloplasmm, and m-vitro studies with serum 
and purified casruloplasmm supported this hypothesis He 
observed that acetyl pemcillamme was also acave m vitro, 
although It did not mobihse copper m the mtact animal 

Fmally, clmical reports on the therapeutic activity of 
pemcillamme were made by J Lange from Bonn, J E 
Botjlding from British Columbia, and D W Sumner and 
H G Garland from Leeds All 6 patients mcluded m these 
reports derived much chmeal benefit, and 1 of Bouldmg’s 
cases who had had three previous miscarriages was able to 
carry through a successful pregnancy Lange remarked on the 
decreasmg cupnurenc effect of pemciUaimne on long-term 
admmistration, and speculated as to whether this was due to 
depletion of the body stores This view w as supported by some 
clearance studies mentioned by Walshe, which showed that, 
although the total amount of copper excreted per gramme of 
pemallaimne might fall with time, the clearance remamed 
approximately unchanged m one of his patients after a y ear of 
contmuous treatment This suggested that there was no true 
resistance to the drug 

Conclusion 

If no ongmal observations of major importance were 
made dunng the conference, much new and useful 
information w^s gathered together for the first time Many 
of the problems seem as remote from solution today as 
they did when Wilson pubhshed his ongmal descnption 
of this rare and fasematmg disease almost fifty y ears ago 

This conference was sponsored bv the Distillers Company 
(Biochemicals) Ltd 
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" The \va> I see it, man, there was nobody understood how 
sick I was to m> bram, U e it was parted on the wrong side or 
sump’n, me hav mg this school phobia so bad hke in the medical 
scrolls I mean, I just didn’t dig school 1 was so sick with this 
phobia, man. I’d be real gone, waj, way out, rockm’, or tooled 
up for a rumble with the spades or sump’n 

“ Man, m the psycho scroll I read it needed two probation 
officers to get one yob and his phobia mto school, well my 
phobia must’ve been the greatest, yea big, because for me it 
took four officers and a truck ev cn on a half-day, that’s how sick 
I was I mean is it my fault because they didn’t give me no 
shots or sump’n for it ? Man, them squares, the way they just 
made me go to school disrupted my cgo-integraoon and 
traumatised my psyche like crazy So when my steady chick 
says, ‘ Wow 1 Lamp that set of threads in that bazaar*’, well, it 
was go, man, go I mean I just had to hav e into them threads to 
get integrated, like I told the old girl with the handbag, me, I 
just rauonalisc the transference like I dig Elvis or way-out 
jazz 

“ Even so and all, sick and alone as I was I felt no fear when 
I later see this police doll, me being a mean man with a bicyde- 
cham, but it seems she had a Black Belt for Judo ‘ Babe, 
man, hark,’ I said to her in some haste, ‘ play it cool, such 
trauma is bad for m\ phobia I ’ but she went right on screwing 
my arm round like it was being cross-threaded 

" Like I later exclaimed at the Judge, ‘ I am a very sick yob. 
Judge, there is a need to apprcaatc my associated symptoms 
and tensions m their proper pcrspcaivc, this psycho stuff. 
Judge, you should really get tilth it, Daddy-0! Don’t you 
never watch no TV, or read no books ?’ I request him But this 
old square m the TODD-AO-sizcd toupee—give me my Cherokee 
anyaime—maybe he’s repressed at not playing at the Old 
Bailey this week, he comes right back at me, saying, ‘ Yea, man, 
and the books I read say, for offences of this nature, three 
years! ’ 

“ So perhaps I will appeal for a psycho report on this old 
square’s fusebox, but man, from the way his toupee hangs over 
his cars, maybe the hcad-shnnkers have moved in on him 
already ” 

• « • 

At our last selection comrmttcc votes were evenly divided 
between two apparcntlv identical candidates, so we appealed 
to the external assessor to settle the quesuon He at once 
asked to be shovvai specimens of the candidates’ handvvnting, 
and after a quick glance pronounced firmly in favour of Mr B 
At tea afterwards, I asked him how long he had been a student 
of graphology Disclairmng any such knowledge, he cxplamcd 
that the principle on which he vvorked was always to appoint 
the candidate with the worst wnting, as being likely to be the 
most conventional and casv-to-get-on-vvath 

He told me that at his own hospital there had been a derma¬ 
tologist who had become appalled by his owai bad handwriting 
and had learnt itahc script The results were catastrophic 
For the first ume for many vears sisters, house-surgeons, and 
pharmacists actuallv could read what his intentions were, and 
the discrepancy between his intentions and the actual treatment 
then became apparent to everyone As a result, instead of 
being a popular, much belov cd figure, he became one of the 
most unpopular members of the staff The end came when the 
cliairman of the management committee wis unwise enough 
to say in public what a help it was to have one member of the 
staff whose handwnung was legible Realising what he had 
done, the dermatologist made cverv effort to revert to his 
previous illegible handwriting But alas the habit of calh- 
graphy had become too ingrained So there was onlv one 
thing to do Bv arrangement with the regional board, the 
demia clogs depa-^ment a the hospital was closed and the 
detnatologist hir'sc’f was trirsfcmcd to a hospital fifteen miles 
away It was, admi .cJIv, irconvenicnt having no demra o’o- 


gist, but professional imitv had been mamtained und- 
difficult arcumstanccs 

Ever since, our cxtcmal assessor explained, he had alvnvs 
chosen the candidate wath the worst handwnung, as likdv 
to be the most acceptable colleague who would conform to th* 
medical norm 

• • • 

Through years as a house-surgeon, registrar, and finaUj- 
(giddy heights) semor registrar, we have eaten our cvciuas 
meal, call it what you will, at every conceivable hour from 
6 pm to midmght, depending on the cxigenaes of casuiltr 
and emergency admissions Came the great day, the new 
consultant’s wife had visions of dinner at 7 30 pm cvct 
evcmng Silv er and damask gleamed in the imagination Ho v 
different proved reality' —" Darling, I shall be home to lunch 
now, every day ” “Oh When?’’ “Well—can’t really 
say, might be 12, might be 2, depends on how the morning 
goes—’’ 

So now we cat two repasts instead of one at that regular 
doctor’s mealnme—“ when I get in ’’ 




• • 


In my particular comer of the Middle East enthusiasm is 
sometimes apt to replace skill, and it was wnth some trepidation 
that I invited a local typewnter mechamc to remedy a minor 
fault on my machine, which I had located though I lacked 
the tools to remedy it He came, he listened (through an 
interpreter) to the symptoms, and himself cliated the signs, 
but he disagreed w ith the treatment I suggested The key s w ere 
stnking the ribbon lower than they should, and the under- 
hmng key struck no nbbon at all, and the remedy I proposed 
was an adjustment in nbbon travel so that all keys might stnke 
higher He was against such a radical approach, favounng 
merely adjusung the height at which upper-ease letters struck 
the nbbon, undcrhmng bemg, as it were, an upper-case letter 
I suggested tint while this might indeed cure the immediate 
fault, the side-effect—having all capitals at a different level 
from small letters—might be even more inconvenient At thii 
be looked as pityingly at me as I do at those of his compamo's 
who try to dictate treatment to me, and asked whether I did or 
did not want my tyTicwntcr thoroughly overhauled and put in 
order by an expert I said I did not, which seemed to surpnse 
him I then asked whether he would or would not, without 
further ado, adjust the screw I indicated He agreed reluctantlv, 
hinting darkly at disastrous sequela: for which I must accept 
responsibility, that particular screw being, he was sure, on' 
which, after the iniual setung by Mr Smith or Mr Corou, 
lesser mortals touched at their peril We did the job togethu 
and the result was entirely satisfactory He accepted my tlun 
ns no more than his due and said he was delighted to have been 
of assistance. 


It IS bad enough that nowadays so much spcaaliscd inlbmi 
uon IS published in the columns of the B Af J and Tie ^ 
for all to see and digest, but it is still worse that ^ ^ 
specialist textbooks arc on the shelves of every hospital li > 
open to ev cn the most junior resident One helpful tip ' 
consultants in these difficult days is to acquire the latest cm i 
of the appropnate “ biblc , on which so much depends, 
os an addiuon to the hospital library, but as a dcparOTcn ^ 
laboratorv bench reference book, and to pass on the 
seded edition to the libnnan Tins will then gw ' 
shelves, with fly-leaf suitably inscribed as , r', 

kindness of ” If the superseded edition has in ih 
place been bought by the ho pital, the transaaion is 
expense c * # • 


It was the little co'ourcd nunc s first day in the 
a locum anxsthetist I didn t Inow this Wivhin^o p 
ood-dnp, I said to her ‘ Armboard, Nur'C 1 
tins smile but no mmement, -o a liiilc i 

-rhaps a tnfle testilv, Nurse, Armboard ^ „ 

g srmle and the devavta ng replv, les, coa 
3'cd too ' 
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ON BEING AN OMP 


SiRj—must have shared pleasure vnth many others m 
hearmg &om “ O D Lea ” (Nov 26, p 118S) about his 
espeneaces as an omp He did not, however, mahe it 
dear that there are omps and omps One subspeaes is 
tne omp who is also a consultant. This hvbnd leads an 
even more pecuhar life than the simple omp 

The typical omp, as portrayed correctly by Lea (Omp 
72), leads a hfe necessanlv circumscribed. He is a rather 
reticent type, usuallv workmg m twflight and vaguelv 
consaous that sorj^j:keTe there mav be gangs of un¬ 
scrupulous omps These he feels must exist because of the 
elaborate regulations which protect him from the tempta¬ 
tion of becommg one Chief among these temptanons is 
that he might be misguided enough to treat a patient 
The regulations quite dearly imply that an omp should not 
provide treatment The omp must learn to accept this, 
but so far no omp has been able to explam to a patient 
how either of them benefit from this No doubt an omp 
wno could explam the reasons for this convmcmgly 
would graduate out of the omp dass and become a poh- 
naan or—of reaUv bnUiant—an administrator To be the 
latter, of course, he would not only be required to explam 
the advantages to a panent of not receivmg treatment, but 
also show that it was not to the patient’s benefit to know 
what thev were 

In his early davs the omp might be temptea to explam 
to the patient that he could be provided with treatment 
if he paid a fee The expenenced omp wdl have found 
that this suggestion is greeted by the panent with very 
much the same reacnon he would adopt if he were asked 
to read, as part of his sight test. Lady Chatterley's Later 
instead of the more usual Rohnson Cnuoe This reacnon 
rermnds the omp of the dehcate nature of his work and 
how dose he is to bemg an imdesirable omp Like omp 72, 
omp 21 has also transgressed the treatment regulanon, but 
logicallv to do so for one should lead one to do so for all— 
hence the shpperv slope 

The ruhng faaor m an omp’s hfe is that he is contmu- 
oiislv m oanger of domg too rruch This is how it comes 
about that the consultant who is also an omp leads an 
mterestmg double life At hospital he is always m danger, 
cmeflv owmg to pressure of work, of domg too httle for 
tne panenL This is the common situanon of all con- 
saennous people—but m his life as an omp he is trans- 
mmed mto somebodi who must avoid domg too much 
The versatflitv demanded is often exorbitant and the 
TOasultant tvpe of omp develops a “ spht personahtv ” 
So much so that it is tvpical of his acnvines that he ztnres 
letters to h mself 


Such a situanon, for instance, m the life of the hvbr 
omp anses with a panent with an earlv cataract T1 
omp-consultant notmg that the condinon is pathologic 
conectlv, accordmg to his temporarv omplike characte 
re ers the panent to the general pracnnoner who mav i 
tsa\ not have reah^ed when he issued the ‘ green ndtet 
^ panent either (a) was gomg to see an omp, i 
W was gomg to see this pamcular omp A considerab 
^munt of fines'^ is required m this situanon bv the om 
DU. it frequentlv can be exerased bv the foUowu 
proceaure 

15 to the G a “ Mis Y seen under me S O 

from earlv lens opacities Owing to the regnlano 
ming me SOS I do not see mv wav to examining h 


further and suggest she should be sent to hospital I endose a 
letter addressed to the consultant givmg details whidi she 
could, if vou agree, take to him. ” Signed hlr X, endosmg a 
letter addressed to Mr X. 

The general pracnnoner, versed both m the eccentnanes 
of oph thalm ologists and the workmgs of the N H S , finds 
no thin g pecuhar m these procedures He might at the 
worst consider this conduct ompish 

Thus far, the spht personahtv of the omp-consultant 
mignt appear to the sane outsider as subjecnve and worthv 
possibly of an mterested psychiamst’s nme 

However, the evidence that the omp-consultant is 
really two people can be corroborated bv wimesses In his 
capaaty as a wicked omp, panents fiiequently teU the 
consultant, “ I went to the hospital once but the speaahst 
there was so busy that I was told no thin g I would much 
rather see you, doctor ” 

In his capaaty as consultant at the hospital he is told 
by the patient he saw as an omp ‘ I went to the optiaan 
(sic) but he scared me telling me I tmist go to hospital— 
he was so fierce Now that I’ve seeny ou, doctor, I should 
like to stay unaer your care I couldn t go back to the 
opnaam’ 

Smce few of these patients have a visual acmty less than 
6/9 m at least one eye, the evidence is therefore virtuallv 
conclusive that the omp-consultant is two people 

This remarkable efiect is not obtamed by pnsms but bv 
suggestion and atmosphere which surpasses the powers of 
a Canasta, who so far has not been able to convmce us 
he IS two people Our hves as omps are governed bj 
magical mscrutable laws which all sane people such as 
general pracnnoners and patients reahse are beyona under- 
standing '^e omp-consultants, leadmg a JekvU-and- 
Hvde existence, however, are fasanated bv our roles and 
would miss much if the rules were altered and our double 
hves merged, so that we were the same people m different 
places and permitted to exerase our skill wherever we 
happened to be 

Leaden W 1 PETER A GARDINER. 

BLOOD-CHOLESTEROL AND ASPIRIN 

Sir, —The prehmmarv commumcation by Dr Eidhtz 
(Nov 19) IS very mterestmg He shows that aspum 
produced a stnkmg fall m blood-cholesterol level m 10 
patients with various arteriosclerotic diseases For manv 
years aspirm has been used m Torquav m the treatment 
of thromboses In 194S I suggested that a sahcvlate 
should be useful for coronarv thrombosis ^ because of its 
anticoagulant and pam-reheving properties In 1949, 
with the collaboration of a number of general practi¬ 
tioners, I showed evidence of the value of aspirm m the 
treatment of vascular diseases - It seems that Dr Eidhtz 
mav add the third leg to the tnpod of virtues required of a 
drug used for this purpose I behev e that nobodv knows 
how it works 

The Flook-like obstmaev of aspirm m holdmg its own 
among antuheumanc remedies mav be correlated with its 
ann-thrombonc effect. It seems a far erv from rheumansm 
to coronarv thrombosis, but m the context of temporal 
anenns the relanonship is not so improbable XThat 
ongmallv impressed me about the effea of aspirm m 
coronarv thromboses was its power to reheve anginal 
pam, even when other remedies had faded Some vears 
before comsone came on the market, wnen I was usmg 
aspirm for temporal artenns, its effect on the pam was 

1 Cb -n P C, L:~^ 10,= 1 065 

2 Gts-o,? C. 10,0 U n~2. 
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A Running Commentary by Peripatetic CorresporAents 

*' The waj I sec jr, man, there was nobody understood how 
sick I was to mj brain, like it was paned on the wrong side or 
sump’n, me having this school phobia so bad like in the medical 
scrolls 1 mean, 1 just didn’t school I was so sick with this 
phobia, man, I’d be real gone, waj, wa> out, rockin’, or tooled 
up for a rumble with the spades or sump’n 

“ Man, m the psjcho scroll I read it needed two probation 
officers to get one job and his phobia into school, well my 
phobia must’ve been the greatest, jea big, because for me it 
took four officers and a truck even on a half-daj, that’s how sick 
I was 1 mean is it m> fault because they didn’t give me no 
shots or sump’n for it ? Man, them squares, the waj thej just 
made me go to school disrupted my cgo-intcgrauon and 
traumatised mj psyche like crazy So when my steady chick 
say's, ‘ Wow 1 Lamp that set of threads in that bazaar*’, well, it 
was go, man, go I mean I just had to hav e into them threads to 
get integrated, like I told the old girl with the handbag, me, I 
just rationalise the transference like I dig Elvis or way-out 
jazz 

“ Even so and all, sick and alone as I was I felt no fear when 
I later sec this pohee doll, me being a mean man with a bicjclc- 
cliam, but it seems she had a Black Belt for Judo ‘ Babe, 
man, hark,’ 1 said to her m some haste, ‘ phy it cool, such 
trauma is bad for mv phobia* ’ but she went right on screwing 
my arm round like it was being cross-threaded 

“ Like I later exclaimed at the Judge, ‘ I am a very sick yob. 
Judge, there is a need to appreciate my associated symptoms 
and tensions m their proper perspeaive, this psycho stuff. 
Judge, you should really get tilth it. Daddy-O* Don’t you 
never watch no TV, or read no books ?’ I request him But this 
old square in the TODD-AO-sized toupee—gn c me my Cherokee 
anytime—maybe he’s repressed at not playing at the Old 
Bailey this week, he comes right back at me, saying, ‘ Yea, man, 
and the books I read say, for offences of this nature, three 
years* ’ 

" So perhaps I will appeal for a psj cho report on this old 
square’s fusebox, but man, from the way his toupee hangs over 
his cars, maybe the hcad-shrinkcrs have moved in on him 
already ” 

• « • 

At our last selection committee votes were evenly divided 
between two apparently identical candidates, so we appealed 
to the external assessor to settle the question He at once 
asked to be shown specimens of the candidates’ handwnting, 
and after a quick glance pronounced firmlv in favour of Mr B 
At tea aftenvirds, I asked him how long he had been a student 
of graphologv Disclaiming any such knowledge, he explained 
that the pnnaple on which he worked was alvvavs to appoint 
the candidate with the worst vvnung, as being likely to be the 
most conventional and easy-to-get-on-wnh 

He told me that at his own hospital there had been a derma¬ 
tologist who had become appalled bv his own bad handwnting 
and had learnt italic script The results were catastrophic 
For tlic first time for many vears sisters, house-surgeons, and 
pharmacists aaually could read what his intentions were, and 
the discrcpancv betwcui his intentions and the actual treatment 
then became appan-nt to even one As a result, instead of 
being a popular, much bclov ed figure, he became one of the 
most unpopular members of the staff The end came when the 
chairman of the management committee was unwise enough 
to say in public what a help it was to have one member of the 
staff whose liandvvTiung was legible Realising what he liad 
done, the dermatologist made every effort to reven to his 
P'cvious illegible hmdwTiting But alas the habit of calli- 
graphv had become too ingrained So there was onlv one 
thing to do Bv arrancer’cnt with the regional board the 
demaatologv depaiment at tl e hospital was closed and the 
de*m3 o'ognt himself was transfemed to a hospital fifteen miles 
awav It was, admittedlv, inconvenient having no dcrma’olo- 


gist, but professional unity had been maintained under 
difficult circumstances 

Ever since, our external assessor cxplamed, he had alnan 
chosen the candidate with the worst handwnting, as Idelv 
to be the most acceptable colleague who would conform to tb* 
medical norm 

• • • 

Through years as a house-surgeon, registrar, and finally 
(giddy heights) senior registrar, we have eaten our evemr^ 
meal, call it what you will, at every conceivable hour fron 
6 r M to midnight, depending on the exigenaes of casualrr 
and emergency admissions Came tlic great day, the nm 
consultant’s wife had visions of dinner at 7 30 pm every 
evening Silver and damask gleamed in the imagination How 
different proved reality —“ Darhng, I shall be home to lunch 
now, every day” "Oh When?” “ Well—can’t reallj 
say, might be 12, might be 2, depends on how the momin? 
goes— ” 

So now we cat two repasts instead of one at that regular 
doctor’s mealtime—“ when 1 get m ” 

• • • 

In my particular comer of the Middle East enthusiasm is 
sometimes apt to replace skill, and it was with some trepidation 
that I invited a local tjpewnter mechanic to remedy n minor 
fault on my machine, which I had located though I lacked 
the tools to remedy it He came, he listened (through an 
mterpreter) to the symptoms, and himself elicited tlie signs, 
but he disagreed vv ith the treatment 1 suggested The keys were 
stnkmg the ribbon lower than they should, and die under- 
linmg key struck no ribbon at all, and die remedy I proposed 
was an adjustment in ribbon travel so diat all keys might strike 
higher He was against such a radical approach, favouring 
merely adjusting die height at which upper-case letters struck 
the ribbon, underlining being, ns it were, an upper-case letter 
I suggested that while this might indeed cure the immediate 
fault, the side-cffcrt—having all capitals at a different level 
from small letters—might be even more inconvenient At this 
he looked as pityingly at me as I do at those of his compatnots 
who try to dictate treatment to me, and asked whether I did or 
did not want my typewriter thoroughly overhauled and putm 
order by on expert I said I did not, which seemed to surpnsc 
him I then asked whether he would or would not, vviihout 
further ado, adjust the screw I indicated He agreed reluaanilj, 
hinting darkly at disastrous sequclx for which I must accept 
responsibility, that particular screw being, he was sure, one 
which, after the initial setting by Mr Smitli or Mr Corona, 
lesser mortals touched at their peril We did the job together 
and the result was entirely satisfactory He accepted my thanks 
ns no more than his due and said he was delighted to have been 
of assistance 

• • • 

It IS bad enough that nowadays so much specialised inform 
tion IS pubbshed in the columns of the B M J and The Lar tt 
for all to sec and digest, but it is still worse that the banc 
specialist textbooks arc on the shelves of every hospinl librao, 
open to even the most junior resident One helpful tip le" 
consultants in these difficult days is to acquire the latest edition 
of the appropriate ' biblc ", on which so much depends, f"^ 
as an addition to the hospital library, but as a departmental 
laboratory bench reference book, and to pass on the ftip' 
seded edition to the libranan This will then 
shelves, with fly-leaf suitablv inscribed as " Donated b l 
kindness of ’’ If the superseded edition has in ih' ‘ 
place been bought by the hospital, the transaction ** f 
expensive 

• • • 

It was the little coloured nurse's first day in the thea re, b-^ 
as a locum •’nTsthetist I didn t V now this VK ishing to p-t t 
blood-dnp, I said to her Armboard, Nurse ’ rhi' ^ ° 
a tinv smile but no mo ement, so a little^ late- I ^ ^ 
p—haps a trifle tc-tilv, ‘ Nurse, Armboard * TJ-.s el e- 
big smile and ilic dc astaimg rcplv, domn~, A 

bored too ’ 
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ON BEING AN OMP 

Sir. —must have shared pleasure vnth many others m 
hearmg &om “ O D Lea ” (Nov 26, p 1188) about his 
espenences as an omp He did not, hoviever, make it 
dear that there are omps and omps One subspeaes is 
tee omp vrho is also a consultant This hybnd leads an 
even more pecuhar hfe than the simple omp 
Tee typical omp, as portrayed correctlv by Lea (Omp 
72), leads a hfe necessanlt orcumsenbed He is a rather 
reuceat tvpe, usually workmg m tvrihght and vaguelv 
conscious that sometchere there mav be gangs of un¬ 
scrupulous omps These he feels must exist because of the 
deborate regulanons which protect him from the tempta¬ 
tion of becoming one Chief among these temptations is 
tnct he m igh t be rmsgmded enough to treat a panent 
The regulations qmte dearlv imply that an omp should nor 
provide treatment The omp must learn to accept this, 
fcjt so far no omp has been able to esplam to a patient 
how either of them benefit fixim this No doubt an omp 
wao could esplam the reasons for this convmcangly 
would graduate out of the omp class and become a poh- 
uaaa or—if reallv brilhant—an admimstrator To be the 
letter, of course, he would not onlv be required to esplam 
the advantages to a panent of not receivmg treatment, but 
aLo show that it was not to the panent’s benefit to know 
wnat thev were 

In his earlv oays the omp mi^t be tempted to esplam 
to the panent that he could be provided with treatment 
if He paid a fee The espenenced omp wiU have found 
tnat this suggesnon is greeted bv the panent with very 
inuen the same reacnon he would adont if he were asked 
to read as part of his sight test, Lady Chattetley s Ltrver 
instead of the more usual Robmson Crusoe This reacnon 
lenunos the omp of the dehcate nature of his work ana 
how dose he is to bemg an undesirable omp Like omp 72, 
omp 21 has also transgressed the treatment regulanon, bur 
logically to Qo so for one should lean one to do so for all— 
heacs the shppery slope 

The rulmg factor m an omp’s hfe is that he is contmu- 
^Iv m danger of domg roo tntcJi This is how rt comes 
<=0001 that the consultant who is also an omp leads an 
tHieresting double hfe At hospital he is alwavs m danger, 
o^eSv owing to pressure of work, of domg too little for 
panenL This is tne common situanon of all con- 
^cieanous people—^but m his life as an omp he is trans- 
^p^ea mto somebodv who must avoid domg too much 
- yersatihtv demanden is often exorbitant and the 

htv” 

^ _ -smres 

‘ 0-1 to h msdf 

Such a sinianon for instance, in the life of the hybnd 
mp anses with a panent with an earlv cataract. The 
^ n-consultant notmg that the condinon is pathological, 
ici his temporarv omplike caaracter, 
1 psnent to the general praennoner who mav or 
.V ^ i® 2 hsea when he issued the ‘ green ncket ’ 

(Pi P^^™i either (a) was gomg to see an omp or 

Vsscnculss: omp A considerable 
bm ,r ^ finesse is required m this situanon bv the omn, 
H'ocedure”'^™^'^ exerasen bv the following 

a Y seen under tne S O S 

Owmg to the leguhaoas 

6 ' o U S I do no* see rav wav to exammtng her 


further and suggest she should be sent to hospital I endose a 
letter addressed to the consultant givmg details which she 
could, if you agree, take to him.” Signed Mr X, endosmg a 
letter addressed to Mr X. 

The general praennoner, versed both m the eccentnattes 
of ophthalmologists and the workmgs of the N H S , finds 
nothing pecuhar m these procedures He might at the 
worst consider this conduct ompish 

Thus far, the spht personahtv of the omp-consultant 
might appear to the sane outsider as subjecuve and worthv 
possiblv'of an mterested psvchiatnsrs tune 

However, the evidence that the omp-consultant is 
really two people can be corroborated by wimesses In ms 
capaatv as a wicked omp, panents fi’equentlv teU the 
consultant, “ I went to the hospital once but the speaahst 
there was so busv that I was told nothmg I would much 
rather seey cri, doctor ” 

In his capaatv as consultant at the hospital he is told 
bv the panent he saw as an omp “ I went to the opnaan 
(sic) but he scared me telhng me I mist go to hospital— 
he was so fierce Now that I’ve seen v ou, doctor, I should 
like to stay imder your care I couldn’t go back to the 
opnaan.” 

Smee few of these panents have a visual acmty less tba-n 
6/9 m at least one eve, the evidence is therefore vntuaUy 
conclusive that the omp-consultant is two people 
This remarkable efiect is not obtameo by pnsms hut bv 
suggesnon and atmosphere which surpasses the powers of 
a Canasta, wno so far has not been able to convmce us 
he IS two people Our hves as omps are governed oy 
magical mscrutable laws which all sane people such as 
general praennoners and panents realise are bevona under- 
stanmng XTe omp-consultants, leading a Jekyfi-and- 
Hvde existence, however, are fasemated bv our roles and 
would miss much if the rules were altered and our double 
hves merged, so tnat we were the same people m oifierent 
places and permitted to exercise our skill wherever we 
happened to be 

Lcndca,Wl PeTER A. GnRDIKER. 


Sir, —^The prehrmnary commumcanon bv Dr Eidlnz 
(Nov 19) is verv mteresnng He shows tnat aspirm 
produced a strikmg faU m blood-cholesterol level m 10 
panents with various artenoscleronc diseases For manv 
years aspmn has been used m Torquay m tne treatment 

1 ^ suggesten tnat a sahcvlate 

should be useful for coronary thrombosis i because of its 
anncoagulant and pam-rehevzng pronemes In lojo 
with the coUaboranoa of a number‘of general niacm- 
^ers, I showed evidence of the value of asmnn'm 

diseases ’ It seems tnat'Dr Eiohm 
mav add the third leg to the tnpod of virtues reomrea 

artenns the relanoS T^^- ^ temporal 

ongmaUv impres^e^S -w' f mprobable. TCnat 

pam even wEen o- power to reheve anginal 

before cn-ti«i-, remedies had fkilea Some vears 

ssTiinn -F^ r ° °ii me marker wnen I was iisins 
fgmn for temporal artenns. its effect on tn e 


1 G£b^ 

2- 


. ? C. Lr.vr- Za»F 1.565 
. P C. li“C. 
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cqunllj remarkable Though not so dramatic, it seems 
of the same order as the effect of the cortical steroids 
It ma> need another William Har\e\ to ret cal the full 
significance of aspirin’s aaion, but the best ttaj of testing 
the extent of its usefulness is to use it I would suggest 
that this is a piece of field research w hich should be under¬ 
taken bj the College of General Practitioners, for tlus 
part of the problem is a practical one, and tlic snags of 
aspirin therapj are best loiown to general practitioners 
Such an enterprise would I am sure be rewarding to 
patients and doctors 

Cliarlbur>, Oxfordshire PAUI C GiBSO^J 


“ ATHEROLIPID NUMBERS ” 


Sir, —The letter of Nov 26 bj Dr Searej and his 
colleagues prompts me to comment that we hate also been 
able to confirm our 1953 obscnation of an abrupt post¬ 
menopausal rise in scrum-cholesterol Icicls 
A more recent studj * of the serum-cholesterol of 213 
healthy women between the ages of 20 and 70 has shown 
that the difference between the mean scrum-cholesterol 
let el of women aged 45—19 and that of women aged 
50-54 years is at the 1% let cl of significance Although 
the results of this studj again suggest that the scrum- 
cholesterol let els of women aged 65-69 arc lower than 
those 10 and 15 jears younger, it should be pointed out 
that the mean let cl is still significantly higher than the 
mean let els observed in premenopausal women The 
explanation of tlus slight fall is not clear, although it is 
possible, of course, that those women with considerable 
postmenopausal eletauon of serum-cholesterol do not 
remain healthy until the age of 65 In this respect, it 
would be interesting to know whether a woman’s 
serum-cholesterol really reaches a postmenopausal peak 
and then decreases, or whether the apparent fall during 
the seventh decade results from group studies on a 
selected population 


Department of Cardiolop> 
rhe Rojal Infirmar>» 

Ldmburgh 


M r Olivtr 


PREMEDICATION WITH ATROPINE BY MOUTH 
Sir,—I was interested in the aruclc by Dr Joseph and 
Dr Vale (Nov 12) Oral administration of atropine to 
children before tonsillectomy was described by Gusterson,’ 
the dose being gr 1/100—1/50 combined with mcthyl- 
phenv tol elixir Inadentally, he did not find the anusiliac 
effect of the atropine sausfactory but got better results 
from oral hyoscinc For tonsillectomy, especially by the 
guillotine method, an adequate preoperauve dose of 
atropine is, to mv mind, of supreme importance—not only 
to suppress salivauon but more particularly to protect 
the heart by depressing vagal aaivan An operauon m 
such a site, which is liable to be assoaated with some 
hvpoxia and where there is the added hazard of acadental 
aspirauon of blood, calls for all the protection we can give 
the heart 

I can recall oac ca^c of cardiac arrest on the table after a 
guillo ne tonsilleaomv in a fnc-v car-old bov Tlic cluld had 
been anatsthctised with open cthvlchlonde and ether and the 
operajoa lad been completed uneventfullv, but when tlic 
cluld vwv tu-^cd over the side of the table the h^t stopped 
7>av child had been given pr o'"atropine bv mouth and the 
cp od- took p'ace verv sho-tlv after I had made the change 
from atmp ne bv iniecaion Admincdlv th s complication at 

1 Oi,<- M I B-nd < S , TrSS 11 e>a 

2 C o, I K 1^,/ •*»" 5 1 


sucli a tune may have been mere coincidence, but viacc 
absorption of drugs from the intvstinal traa is notoriouvH 
unpredictable it seems wiser to give atropine at all times b 
injccuon 

Dublin M MURniV 

BATHING-WATER 

Sir,—Y our leading article of Nov 19 puts the problem 
admirably It is tragic that most of our rivers arc am 
taminatcd as a result of our endeavours to improve 
environmental conditions Might not greater public 
awareness of tlus fact, by, for instance, the placing of 
notices on riv er banks drawing attention to the containina 
tion, eventually lead to swifter action in effecting a general 
clean-up as suggested by the Socictv of Medical Olhccn 
of Health ? 

It IS surely not right that the public should be denied 
either the knowledge that they are about to bathe in 
dilute sewage or the opportunity of making their own 
decision about the wisdom or otherwise of bathing in such 
waters 

P A Tvsfr, 

Cambridge Count> Medical Offi^ 

HAIMODIALVSIS COMBINED WITH 
ULTRAnLTRATION 

Sir,—W e were interested in the paper (of Nov 12) by 
Dr Tvviss and Dr Paulsscn on lixmodialysis combined 
with removal of water bv ultrafiltration, using the Alvvall 
artificial kidney 

Clearly the rate of uhrafiltration must be related to the 
degree of hxmoconcentration of the blood used for 
dialysis In-vitro studies such as they report, where th* 
hxmatocrit is not recorded, arc difficult to interpret 
Our experience of uhrafiltration with the Kolff tvvin-coil 
artjfiaal kidney indicate that it has a considerable advan 
tage over the Alvvall kidney in removing water from the 
overhydrated pauent 

In-vitro studies were earned out to establish the relationship 
between outflow pressure (measured with an ancroivl tono¬ 
meter) and uhrafiltration (measured by weighing the blood 
reservoir) at n flow rate of 400 ml per minute, which in our 
cxpcncncc has been near the optimal rate for removal of urea' 
Tlic hxmatoent was adjusted to 35% by the addiuon of physio¬ 
logical saline to banked blood 

In a senes of patients adnutted with oliguria associated v'aih 
overhydrauon, the amount of water removed by uUrafiUraiioa 
w-is assessed by hourly measurements on a bcd-wcighirg 
maclunc 

Eig 1 shows Uiat increments in outflow pressure up to 

I Koirr vr J VCnjchinKtr B J lab elm Med 1956,47, 9'9 



rir I—EfTect of outflow prxt,ure on ullmriltriitlon with |wla-<xil 
■ rtificlal kldnry 
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Fig 2 — ^iiater removed bv oltrafiltratioti in 8 selected cases 


150 mm Hg produce fairlv uniform mcreases m rate of ultra- 
filtranon (up to 600 mL per hour) Further increments up to 
250 mm. Hg do not significantlv mcrease the volume removed. 
In cases where Tnoyrmal ultrafiltranon was desired, therefore, 
we have aimed at keepmg the outflow pressure at about 
150 mm. Hg which is well withm the safe range with these cofls 
Fig 2 shows the results m 8 selected cases where dialvsis was 
undertaken partly to correct overhvdration All these patients 
were severelv uraemic and had low hsmarocnts It wiU be 
seen that up to 2 litres of water were removed m four to sis 
hours Hvpotension from over-rapid estracaon of water was 
not observed m any case 

Dr Twiss and Dr Paulssen achieved their mammal ultra¬ 
filtration (300 ml. per hour) with a flow-rate (10-12 htres per 
hour) which is lower than their optimal, rate for dialvsis of urea. 
This seems to be an inherent disadvantage of their apparatus 
Wnh the Kolfif twm-coil artificial kidnev, mgyimirm ultra¬ 
filtranon IS ob tain ed at flow-rates which are optimal for urea 
and electrolvte exchange.^ 


The Lcndcn Hos pi tal, 
Lcedoa, E.I 


H D Ritchie 
G C Llotd-Thomas 
R. H Balme 


NEW IDEAS ON EPIDE.AnC \TRUS INFECTION 
Sir,—I n your leadmg article of Nov 19 you note that 
Hemmes et aL,* workmg with virus suspension aerosols, 
find that the survival of pohomyehns virus and influenza 
THUS are affected by the relative h umi dity of the atmo¬ 
sphere 

la the case of infiuenaa virus (PR8 strain) maenvanon of infcc- 
tivitv was slow m the drier condiuons and over 10 times more rapid 
la the moister condinous The reverse held for a strain of polio- 
tvpe 1 , which survived well at relative humidiues above 50%, 
% or lower was inactivated so quicklv that no virus 
ro be recovered from an aerorol 30 seconds after spravmg * 

1 find It difficult to reconcile these laboratorv findin gs with 
epi emiological studies m the field In Cornwall, epidemics 
a ^homvehus have, more often than not, been associated 
With warm, drv summers 

plotted the madence of pohomvelms m Cornwall 
agamst (1) the average mean temperature for the 
Qtprter (July, August and September), and (2) the average 
humdity at 9 a_m for the 3rd quarter 
^^*™®iaorDlogicalrecordsusedaresupphedbvthe Observa- 
to the Royal Cornwall Polvtechmc Soaetv 
the Falmouth Borough Council The observatorv is at 
■baliaouth. 

In the span of 47 veaxs, notificanons of pohomvelitis were 
«^Uoaallv high (mo-e than 0 1 per 1000 populanon) on 4 
1911», 1947, 1949, and 1950 Excepnonallv hot 
ers in which the av erage temperature for the 3rd quarter 

1 H-, Winllrr K, Kool S \c^e Lc-id 1Q60 IBS 
Frwa r-pc- Local Gevenun— Bccrd. 


was more than 3' above the 60-year average, occurred m 4 
years—1911,' 1933, 1947, and 1949 

Huimditv m Cornwall is high reaomgs around 85 “o bemg 
the rule. I have humiditv readmgs onlv for the vears 1911- 
1952, but m these 40-odd veaxs hurmdity m the 3rd quarter 
was less than S0°o on onlv 8 occasions whidi mclude 1911, 
1947, and 1949 

Thus, m Cornwall between 1911 and 1957 there were 
4 major outbreaks of pohomvehm 3 of which were durmg 
summers of escepnonal heat and low humidity 

The high madence of 1°50 was largely an extension of the 
epidemic of the previous year manv of the 1950 cases co min g 
in the early months of the year 

At Greenwich Observatory tne average humidity for the 3rd 
quarter for the first half of the century was 77% 

The average temperamre and humiditv at Greenwich for 
the 3rd quarter of the vears of epidemic paralysis (1911,1947, 
1949) (with the readmg of the rear unmediatelv precedmg) 
were 



3rd q’jCT rr 


3rd q’jsr'cr 

Drpsr^jre 

ye::r 


C fr u fre^ 


fre^ ecT 


ler^rrL. ^ 

50~% ezT crer^^s 

(%) 


1910 

59 3 

-12 

Not. 

svaXV- 

1911 

65 7 

-5 2 

39 


19-r6 

61 1 

-06 

7S% 

— 1 ''d 

10-»7 

65 2 

—*i 7 

70»o 

-7% 

lO-rS 

61 0 

-0 5 


0 % 

10,9 

63 5 

-5-0 

11 % 

- 6 S 


The findmgs are the same as m Cornwall—a high av erage 
temperature and low humiditv assoaated with epid emi c 
pohomvehns 

July, August, and September are months m which central 
heatmg and domestic fires are httle m use, consequently, 
humiditv mdoors and out are much the same 

In this county the macavaties of pohomvehtis virus at 
humidities of 40°i or lower would seem to be of more acadeimc 
than practical value. 

E R Harghe.4\’es, 

M2wn-n, Couarv Medical OScer, 

Near Falmouth. Cornwall Countv CojnciL 

IS RADIOLOGICAL EXAMINATION OF THE 
ANKLE REALLY NECESSARY’ 

Sir,— certainly agree with Dr Garfield (Nov 26) that 
a very large proportion of spramed ankles can be treated 
without X-ray esaminaoon I regret, however, that I 
cannot agree with the arguments he puts forward for his 
conclusion. 

In my department we have made a speaal studv of the ankle 
smee 1953 and smee that time we have seen over 1000 cases 
per year In 1954 we saw 1205 cases, of which 800 showed no 
bonv mjurv, and of the remammg 400 about 200 showed trivial 
avulsion of bonv fr agments Bv chartmg the area of swelhng 
and tenderness, we have come to recognise certam types of 
lesion m which we can be dim rally certain that there will be 
no fracture. The commonest tvpe is that m which there is a 
swelhng stretdung from the tip of the lateral malleolus about 
2V-fingers’breadth above. Tins swelhng extends mfixint of the 
malleolus but m the first 24 hours does not spread significantly 
behmd the malleolus This swelhng usually occurs very 
quicklv mdeed after the injury The shape of the swelhng 
and the fact that it appears so qmckly are to us certam evidence 
that no fracture is present. I rarelv X-rav these cases Mv 
house-surgeons after a few weeks’ experience m seemg these 
cases also rarely X-rav them, for thev have leamt that no 
fracture is ever seen 

Careful charting also segregates another tvpe of swelhng 
associated with mversion stram of the ankle In this, the 
swelhng IS below and m front of the lateral malleolus Ifthiscase 
IS X-raved, it mav show m a proportion of cases, avulsion of a 
flake of bone from the talus or navicular bones As the treat¬ 
ment will be exactly the same with or without avulsion of the 
flake of bone, there is certainly no object served m X-raving 
this tvpe of lesion 

Tenderness confined to the base of the fifth metatarsal 


I 
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IS not a sure indicauon of fracture, but I will admit that m 
three cases out of four a fracture is present The lesion is 
caused bj anempted as-ulsion of the permeus brevas and/or 
tenius from its pomt of mseruon m the base of the fifth meta¬ 
tarsal Someumes bone is as-ulsed with the tendon Icadmg to 
fracture As the length of treatment for a fracture as opposed 
to a simple partial availsion of the tendon tends to be two to 
three weeks longer, an X-ray is useful here as an aid to prog¬ 
nosis I agree that this is not reallj necessarj, for treatment is 
continued until tenderness disappears 

In til these tj-pes of lesion after a twist of the ankle, X-raj 
examination is not necessary as an aid to treatment In our 
cxpenence, when there is swellmg over both malleoli, a fracture 
IS likelj, and it is our rule that all such cases must be X-rajed 
If the case is seen within the first 24 hours (as described by 
Dr Garfield) bruismg is commonlj absent It has been my 
experience, howescr, that after 24 hours bruising is present 
m 9 out of 10 cases After 24 hours, as a general rule, the 
ab'ence of bruismg suggests a quicker penod of healmg, but 
this IS not a umversal rule 

It IS scry graofynng, howeser, to find in another hospital 
that X-rays are regarded as a procedure to assist treatment and 
not just as a rigid necessity 


Ca5uiilt> Departmenr, 

The General Infirmary at Leeds 


M Ellis 


Sir,—D r Garfield’s article stimulates me to reply that, 
providing the patient’s history-, climcal condition, and 
future possibihties are considered with all humihty by 
the surgeon, the answer to this quesDon is emphatically 
No 

I have recorded the best results of the most serious injunes 
where no radiographs were taken, and 1 have seen the worst 
results when the radiographs have been imsmtcrprcted, and 
the pauent’s clmical condition and the possibihty of damage by 
acuviry have been insufficiently considered 1 have published 
case-hisiones with results in my book and more recently in a 
paper. Roentgenograms their true value to the surgeon * These 
illustrate that panic, as expressed by Wilfred Trotter, or 
incompetence must never be allowed to dominate ueaunent 
and that the best results arc when “ we make no haste in time 
of trouble ” I have repeatedly stressed that “ the good radio¬ 
graph spares the pauent pain when judged by competent men, 
whereas anv radiograph which incites the inflicuon of unneces¬ 
sary mental or physical pain is a bad radiograph " This in no 
way refers to the so-called quality of the radiographs 

Dimungham JaMES F BRAILSFORD 


Sir,—I nterested as I was in Mr Garfield’s aruclc, I 
feel I must disagree wnth his conclusion that the absence 
of any sw clhng is a firm mdication of the absence of any 
sigmficant bony or hgamentous damage, whatever the 
arcumstances of mjury 

This may be true if one secs the patient several hours 
after injury, but it is certainly not a rehablc mdication if 
one sees him immediately after the mjury My experience 
has taught me othenvase 


\fl^xhaU Mo on Lxd 
Luton 


A J DE Kretser 


A MASSme OVARIAN OST 
Sir,—M av I enter Mr Foreman’s compeution (Nov 
26) for outsizes in ovarian evsts ? I cannot approach his 
Ohmpic record, but should like him to know of a patient 
upon whom I operated m 1940 
A Chircsc s'a'c girl under 5 feet in height and aged 22 
aTivcd at mv hospital after an exciting escape from slavery 
in one o'" the mountain recesses in China She was bmuphl 
bv he- betro hed husband, and because of the size of her abdo- 
r'c'i si c could onlv stand with the support o*’ a long stich to 
pnap her Be'b'c opemuon her we ght wws 141 lb and a week 


after she was 69 lb , so the tumour w eighcd about 72 lb The 
incision from xiphistcmum to symphysis pubis showed that 
there was no trace of any line of cleavage between pcntoncunt 
md cyst wall In vnew of her condinon I decided to mirsupial- 
isc the cyst After opening the cyst and swabbing dn the 
theatre floor, the abdomen appeared complctclv empty and no 
viscera could be rccogmsed or palpated tlirough the thick, 
spongy cyst wall This was sewn to tlie whole length of the 
abdommal wall and the cavity packed wadi all the sicnlc linen 
available After 3 months the cv st liad shrunk to a pocket which 
comfortably took one hand inscned through a letter-box tvpc 
of opening It was dry and she found it a safe place to keep 
her few tnnkets No skin had been excised and bv this time 
the grotesquely deformed chest and huge folds of abdominal 
wall had regained their normal contours Two months later 
the shallow depression, oval and 4 in in long diameter, was 
closed by suture after excising the remaming piece of cyst wall 
The girl, who had been wazened, vvnnklcd, and quite bald 
on admission, regamed a full head of hmr and her youthful 
appearance and left hospital where her husband had been 
given a job while waiting for his wafe 
Eaitri, Kent J R ROSE 

m’ALINE MEMBRANE FOLLOWING 
TOTAL BODk RADIATION 
Sir,—T he letter of Captain King and his colleagues 
(Dec 3) adds little to their first communication 
It IS not possible by total body irradiation to give a 
canccrocidal dose The question is whether the total 
body irradiation of people dymg from recurrent, and now 
dissenunated, cancer deserves the name of therapy At 
almost any dose the result can only be to increase misery 
and accelerate death, whatever the efforts at rcsuscitauon 
The dose given remains unspecified It was suffiaent 
to produce, in pauents who survived their “ thenpy " by 
two weeks, the pathological condition of the lungs in which 
the authors are intcrcsicd 

To investigate this condiuon m dogs thev gave between 
600r and lOOOr These arc lethal doses 
M«,ch«tcr J L DOBDIE 

NICOTINIC ACID IN ISCHiEAUC DISEASE 
Sir,—^D r Goldsborough (Nov 12 ) writes that the two 
bus-dnvers who were allowed to resume driving after a 
coronary thrombosis arc “ seen and examined twice a 
quarter ” Such frequent exammauon suggests that there 
IS some anxiety about a recurrence which, if it happened 
at the wheel, could cost many lives But examination, 
however frequent, docs not prevent n recurrence Also, 
Moms et al * have shown that men who have had a 
coronary thrombosis may be as much as ten times more 
likely to have a second attack than men who have never 
had one arc to have their first The only safe rule with 
drivers of pubbc-scrvicc vehicles is to take them off drmng 
dunes when they hav c shown definite cv idcncc of coronary - 
artery disease TTicy drive a heavy vehicle which is 
presumably capable of greater damage than a smaller one, 
through streets which arc commonly crowded, in additioa 
these drivers have rcsponsibihty for the safety of passen¬ 
gers It docs not follow that all pauents who have had a 
coronary thrombosis should be forbidden to dnvc a car 
The real quesuon is " What degree of nsk is accep'- 
ablc’ ”, and we arc at present groping our way tovards 
an ansvv cr We need to Imow ho v many accidents annua!!, 
result from coronary thrombosis in car-drivers befo'c vc 
can consider this quesuon adequately I suspect there a'C 
not many, but most chief constables can quote an acad^ 

, ; N . ijS^jTTbT v'cT tlf.'l'j l’57 IS ^ 
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in which several people were lolled, and after which a 
driver was found to have had a coronary thrombosis This 
IS probably a level of nsh in life which must be faced and 
accepted, but bus-dnvers have a speaal responsibihty 
and sho^d not drive after they have shown deSmte 
evidence of coronary-artery disease. 


London T'enspoit Executive, 
London N 1 


L G Nokslan 


HYPERSENSITIVITY TO MILK AND 
SUDDEN DEATH IN INFANCY 

Sip,—T he possibdity that cow’s milk proteins m the 
air passages of sensitised infants can cause anaphj lactic 
shock leadmg to death (Nov 19) is of immense mterest to 
evaporated milk manufacturers The mterest arises from 
two of the major advantages claimed for this type of mdk 

(1) The fine soft curd derived from the casern contenL 
Tolerance of this curd has been demonstrated m normal and 
difBcult infant feedmg over the past thirty vears, and opinions 
suggest that regurgitation of evaporated milk is extremely 
imlikelv Thus, if shock be due to aspuanon of regurgitated 
food ftom the stomach, wider use of evaporated milk could 
lead to some reduction m deaths m infants from this cause 

(2) The proteins of evaporated milk which have generally 
been regarded as less likelv to cause allergic reacuon, because 
of 

(a) The triple heat treatments peculiar to evapnraved- milk 
p-oces^mg 

(fc) The very substantial physical pressure (m excess of 1 ton jier 
sq in ) used to homogemse buttetfat, and which also exerts influence 
on the pio*eins There is evidence that the whev proteins of evapor- 
a-ed mBk undergo changes durmg these processes and become more 
suitable for use m, say, the eczema asthma syndrome i"* 

The findings do not suggest major changes to casern, 
but httle attention has been given to this firacnon, smce it 
was commonly held that the whey proteins were at fault 
and research, therefore, was mostly co nfin ed to lact- 
albuimn and lactoglobulm 

Although results of clmical or laboratory studies are 
not detailed, Bray,’ Evans and Mac Keith,® and Stanfield,* 
and several other authorities apparently approve evap¬ 
orated milk as a hvpoallergemc milk 

Gtnrr,! xuD; Produce, Ltd,, R- H WOODCOCK 

Loudon, W 02. Manager, Medical Deparnneat. 


FREPARATION for the PROFESSION 

have just read Dr EUis’s erudite article m vour 
issue of Nov 12 


Uac matter afieers students who find academic work 
difncult compared with br illian t students This is the mevitable 
between the end of routme c lini cal appomtments and the 
quahficanon Once a student has been signed up for 
^ his chmcal appomtments he seems to be left high and drv, 
d may take no further mterest m his progress—a 

heaitenmg situation Here a well-planned tutorial scheme 
would have so much to ofier The student, especially the 
smdent, would feel there was someone to whom he 
could readily turn for help and advice. He should be given 
guidance m his readmg and the tutor should see to it that the 
atiwent is able to qualify m the shortest possible tnne 

time come when one national qualification 
* M introduced m all our medical schools and which 
could be operated by all our umversmes ’ It could be desig- 
uate B S E n g l a n d and co uld be taken m London and 

3 ^ I J 1940 43,520 

5 B-S October 193S 

Lc^d^ ^wth, R. C. Infant Feeding and Fced-ng DiSciJncs 
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die provmces at the same time each vear or twice a vear All 
students would be at an equal advantage, all pursumg the same 
syllabus At present chaos reigns m any Lonaon medical 
school, there are students takmg finak of at least five different 
qualifying boards, and at different tunes of year 


Roval Earlsvrood Hospital, 
RedhiU, SoiTcy 


J B Gurnet Smith 


THE CIRCUL.ATING CANCER CELL 

Sir,—Y our leadmg article of Aug 27 did not mention 
radiotherapy as a means of attacking the orculatmg cancer 
cell 

Low-Beer ^ was the first to mtroduce “P for this purpose 
The high doses he advocated were too damagmg to normal 
tissues, espeaallv bone-marrow, and therefore this treatment 
was suspended. But as vou pomt out the strategic advantage 
of attacfcmg the hnes of commumcanon of these floatmg cancer 
cells IS too tempnng to be abandoned completely Herzcovitz 
et al - took up the idea m a modified wav, mtxoducing a 
protracted low-dose ’*P bath, bv giving small doses (200-300 
(iQ at short mtervals 

We have now started m the surgical department of this 
hospital, under Prof P Nathan a controlled senes of breast- 
cancer cases to evaluate results of this kmd of preoperative 
prophylaxis More than 50 patients are now bemg followed up, 
and the prehminarv statistical scnitinv has shown encouragmg 
results 


Bdlmson Hosp-tal, 
Petal! Tiqya, 
Istad. 


Ztgmunt Lewitus 
D Rosner. 


THE CASE AGAINST 
TRENDELENBURG’S POSITION 


Sir,—^ 1 think it is possible to answer the imphed ques¬ 
tion m vour annotanon of Nov 26 as to whether Swam’s 
mioative will find favour with the gynecologists It has 
been the general practice at this centre to avoiu the 
Trendelenburg position, the reasons—very similar to 
those voiced bv Swam—^bemg pubhshed ® some years ago 
under the title “ Trendelenberg tilt, an obsolete 
position ” Nevertheless gvnascologists yet remam to give 
this position up though even proctologists have discovered 
the joy of more direct vision mto the pelvis obtamed with 
the patient horizontal and the rehef to themselves of 
havmg no longer to operate m scohonc contortion 


United Birrn.nghaia Ho®^ials, 


J M Inglis 


TREATMENT OF TENSION PNEUMOTHORAX 
Sir,—I agree entirely -with Air Alacarthur (Nov 26) 
that no needle will deal adequately xvith a tension pneumo¬ 
thorax of the tvpe which he describes But his statement 
that my spontaneous pneumothorax needle was designed 
for this purpose is mcorrect It was devised specafically to 
deal with a spontaneous pneumothorax compheatmg 
arnfiaal-pneumothorax treatment This presented a very 
speaal problem which Mr Macarthur may be too voung 
to have encountered Far ftom wantmg the lung to 
expand, our aim was to maintain the therapeutic pneumo¬ 
thorax whenever possible, moreover, the fistula m such 
a case was usually small and would dose m a day or so if 
y ery httle suenon was used The needle did sen e a useful 
purpose m dealing with such cases, and it must be remem¬ 
bered that m those pre-antibiotic day s the insertion of a 
tube mto a dean pleura earned a gray e nsk of infection 
I am mdeed sorry to hear that the needle is bemg used for 

I Low-Beer B V A Bell H, G Anrr J Rcc~ 1^56 73 1162. 

2- Herzcover Luporoc: S Rc^er D 1 1 - s Med cuL., 1956 5 815 
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n purpose for which it was not designed I thought tint, 
with the \irtual cessation of pneumothorax treatment, it 
had gone into honourable retirement \Vc no longer 
possess one at this hospital 

Brompton Hospital, 

Frunlcv Branch x ^ 

Aldershot, Hiinu A F FOSTER-CARTER 

•■RETROGRADE STEP” 

Sir,—^Y ou report (No\ 19, p 1149) that tlie Council 
adtising the Home Secrctarj on judicial corporal punish¬ 
ment considered tint its remtroduction would be a 
“ retrograde step ” 

I ha\L no doubt that tins horrible phrase was in fact used as 
it IS bcloscd b> politicians and public figures gcneralls, but in 
a scientific journal I tlunk it should be printed only in italics or 
between imcncd commas Retrograde is denied from ritro 
(backward) and gradiis (a step), and a “ retrograde step ” is in 
ms opinion on a par w ith our old friends the “ gastric stomach ” 
and the “ cardiac heart ” 

Bishop Auckland JOHN M ROBERTSON 

CHEST \-RAYS AND RADIATION HAZARDS 

Sir,—A ldiough I agree with some of the points made 
by Dr Beresford (No\ 26), I should like to comment on 
his references to the use of mass miniature radiography 
Such general pronouncements are not really helpful since 
the method of employing units needs to sarj’ so much 
from area to area, and is indeed alwajs under renew by 
those in charge of units and by the regional hospital 
boards 

In tlus area we continue to find a worthwhile pick-up rate, 
aboic the nauonal aieragc, from amongst the general public 
and industrial groups, and that is in spite of the lerj real 
cooperation we get from general practitioners Our antenatal 
pick-up rate has also been pcrsistentK high, much lughcr than 
the figures held by the Adrian committee, in their interim 
repoa,' to warrant conunuation of the routme X-ra\ing of 
antenatal patients 

Court-Brown and others - concluded that an increase of 
leukamia among children due to radiographic csamination of 
their mother’s abdomen during the releiant pregnancy was not 
established N\ith chest radiography, of course, the dosage 
receiied by the fatus is a fraaion of that iniohed in X-ray 
pcKimctry I hope, therefore, that obstetricians and general 
practitioners will not be discouraged, by Dr Beresford’s letter, 
from getting their antenatal patients X-rased where facilities 
are aiailable, and especially where it is known that the pick-up 
rate IS high 

In I'lSO mass radiographs produced 37" , of the Southampton 
Chest Clinic notificitions, and onls 6 out of the 16 casts were 
general practitioners’ referrals Mans of these casts would not 
in\e been discoiered if full use had not been made of the units 
ay ailable 

\lthouch We haec not had a 35 mm camera unit for 
min\ years and their replacements arc with 70 or 100 mm 
iiniis It IS a pity to drum them out with malign implications, 
they haye gwen great senice and ysere n lot more trouble-free 
than some of the later units In the interim Adrian repo-t the 
ridiition figures for the 35 mm units yytre certainly as good 
as and in some cases better than for the 70 and 100 mm units 

I agree that all reasonable steps should be taken to 
reduce raelialion figures to the loesest lesek and ysith the 
use elf light-beam defining systems and faster \-ray film 
yse liaee b^en able to get readings for the female os an. 
dose up to 30 times less than the ascrage figures quoted 
in the interim \dnan repo-t 

II - I!j J ‘I t I - . - > I- -l-n Ri-, 1 ' I*- t— 

H St s , - o - isyi 

c c ii D ' 1 II ' a Hi'i \ n r-i' 7 N - g' 

i r l•'> 


This IS a time when we need to discoscr cycn possible 
case of pulmonary tuberculosis, and the method of using 
mass mmiaturc radiography for that purpose must be 
decided locally Finally, is tlie discoycry of other abnor¬ 
malities so unimportant 7 

Mas* Radiogrjph} Centre, , , r- • 

Southampton M E AiOORE 

*•* The second report of the Adrian Committee yyas 
published this yyeek Its recommendations appear on 
p 1292, and tlie report is discussd in a leading article in 
this issue —Ed L 

NATURAL HlSTORl OF STAPmXOCOCCAL 
SEPTIC/EMIA 

Sir,—I stated m the first paragraph of my paper’ 
on this subject that some hay c suggested tliat this infection 
IS mcrcasing in frequency, but others hnyc denied tlus 
In the second statement I referred to Dr Hassall and 
Dr Rountree as denying this This is an error because 
they w ere parucularly impressed by the increase in cases 
of staphylococcal scpuca.mia from 1951 onwards They 
yvere therefore in agreement yvith our findings in the 
paper 

State University of Iowa t t, r. 

Iowa City lAN MACLEAN SMITH 


TREATMENT OF ORESITY 
B\ THE HIGH-FAT DIET 
Sir,—^A s Dr Sasicni says (Noy 12), it is most import¬ 
ant that a diet for the obese should be acceptable both 
financially and socially, particularly since one’s aim is to 
make the diet a permanent eating habit The loyy- 
carbohydratc diet of which \yc yyrotc (Oct 29) can fulfil 
these criteria as least as \ycll as any other diet loyy m 
calorics 


It is understandable that a diet in yyhich tlie stress is laid 
positiycly on unlimited amounts of eggs, meat, cheese, fwli, 
green ycgctablcs, butter, and cream should seem inordimich 
c\pcnsiyc But m four yyays this immediate reaction is mis 
leading Firstly, one often forgets that many people consume 
a great deal of carbohydrate in quite eypensise foods, such as 
cakes, biscuits, sssects, and chocolates lor these people, a 
change to a loss carbohydrate diet mas represent a greatly 
reduced expenditure on food Our patient no 1 spent I2i a 
yyeek on such items 

Secondly, ii should be remembered that one essential featuic 
of any long-term dietary regime is that it must be nuiritionally 
adequate It is possible that some patients consume diets SMlli 
a preponderance of carbohydrate, and ysith inadequate or at 
least marginal amounts of some of the nutrients Qui c 
irrcspcaisc of dieting, ihcrefore, a doctor sslio becomes asearc 
that a patient is eating such a diet must ads isc him to lal c more 
of the foods that see base mentioned since they arc on the ss bole 
foods yshich supply a greater proportion of the c scntial 
nutrients 

Tliirdly, it should be remembered that the loss carboln Jn e 
diet, yyhilst stressing ” unlimited ’ amounts of carlviliydr- c- 
free foods, is in faa 'clf-limiting, as yse pointed out this is w' 

It reeiuces yseight I mails, it is not necessary that meat si mi’ I 
ilssays be prime steal, or that cheese ahsass be C.amem’’’'''i 
or that fish alssays b- salmon there arc equally nuiritiou b..! 
far cheaper aliematiyes 

Socially, too, no caloricalK restricted diet can Iv mo e 
leceptablc than a lov -carbohydrate diet 1 his point I k 
already been coscred in some detiil * 

Consider for example the fix'd vhieh yvoiilJ be ci cm a^a 
dmr^r pa—s bs t'le »nc—vci lit ' omn o'" do a Dr *' ’ 

ysritcs SI e ysould lu e the smoi cd sil—oa bu lo-nol ' 
bread She would base the soap but-lo nibbV h-r ! ci ’ 


«l ic'a I tit 
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She would take the meat and green vegetables and—^hke many 
of her fellow guests or even her hostess—she would leave the 
potatoes Smce she probably does not go to a dmner party 
every mght, she nught just for once have a small portion of the 
puddmgj on the other hand, it may be that she is given fresh 
strawberries which she can have with cream Or she might 
content herself wth a good portion of cheese but only one 
biscuit In none of these would she be at all conspicuous 
Compare her with the obese person eatmg a diet low m fat no 
smoked salmon, all the fat carefully trimmed off the meat 
(unless It IS pork, which she would have to refuse), certainly 
no cream on her strawberries, and certainly no cheese Would 
Dr Sasiem not agree that the one diet, but not the other, 
allows an overweight woman to eat m company without 
“ drawmg further attention to herself” '> 


Queen Elizabeth College, 
London W 8 


John Yudkin 


Sir, —Dr Sasiem asked for a 1500-calone diet that 
is permanently acceptable, both socially and financially, 
to an adult woman of any age An article on slimmmg 
diets m The Practitioner of June, 1959, gives full details 
of such a diet 


St George s Hospital, 
London S W 1 


M E Carey 


A CHILD WITH 49 CHROMOSOMES 
Sir, —In examirung smears of buccal mucosa of the 
child with 49 chromosomes described m our article of 
Oct 22, It was found that a large proportion of nuclei 
displayed more than one Barr body The frequency 
distnbuuon was as follows 


Wo of Barr bodies per 
nucleus 


Unclassifiable 

nuclei 


No of nuclei 6 18 82 148 14 32 300 

The accompanymg photomicrograph shows a typical 
nucleus with three distmct Barr bodies 

Cases described of abnor- 
mahues of the sex chromo- 
somes seem so far to 
^ mdicate a relationship 

between number of X 
chromosomes (n) and num- 
^ ber of Barr bodies m buccal 

9 mucosa nuclei, the number 

of Barr bodies bemg most 
often equal to (ti-l) 

From this it follows that 
the child m question might 
have a sex-chromosome constituuon of the XXXXY type 
A point which remains to be mvestigated is why the sex 
chromatin in cultured cells of this individual seems to 
consist of smgle heteropyknotic masses 
Cytogeneucists generally agree that the characterisauon 
of the X chromosomes is difficult, and some authorities’ 
beheve it impossible 

In the present case, by using the criteria on which oui 
prc\ lous experience is based, we could not formally label more 
^ ^ ^ chromosomes as Xs We were also mclmed to postulate 
at addiuonal autosomes were present, paradoxically enough 
ecause of the set ere impairment of the sexual development m 
our case Thus is seems that individuals with apparent sex- 
ctaomosome consututions of the XXXY,= XXYY,* and 
XXXYfXXXY ^ types mimic patients with Khnefeltei 


2 ^ -7, Gf" I960 12 250 

3 c I Folia herrd path 1960 9 183 

^ Johnston A \V Handmakcr S D Lana 
a »■ .1 ’°60 p IS-4 

5 D Aug 27, 1960 p 492 
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syndrome (XXY), at least m the little-altered appearance of the 
external gemtaha 

The possibihty also exists that X chromosomes when present 
m excess of the common number may tend to be morphologi¬ 
cally abnormal Thus De Carh et al ® described a woman with 
47 chromosomes and a proportion of nuclei with double Barr 
bodies A formal cytologic^ analysis did not, however, reveal 
more than 2 X chromosomes, and the extra chromosome was 
thought to be similar to those of pair no 10 or no 11 An 
altemanve mterpretation " of these findmgs is that this extra 
chromosome represents an X which underwent a deleuon 

On the other hand, the possibihty should be considered that, 
m our case, autosomes are m fact mvolved and that their 
presence m excess may also result m heteropyknouc masses 
m mterphase nuclei 

These findmgs have convmced us that examination of 
buccal smears is an mdispensable aid to a study of any case 
like this one when the chromosome abnormahties are 
unusual This is a pomt about which we have been 
wrongly scepDcal m the past 


We wish to extend our warmest thanks to Dr H Klinger, of Basle, 
who provided us with preparations of the highest technical standard 
from the buccal mucosa of the patient and w ho w as also responsible 
for their interpretation and for the photomicrograph 


Medical Research Council 
Population Genetics Research Unit, 
Headington, Oxford 

Department of Endocrmology and Metabolism, 
Karolmska Siukhuset Stockholm 


M Fraccaro 
J Lindsten 


*** We congratulate Dr Fraccaro and his colleagues 
on this prompt correction With those noted m our 
leader of Nov 12 this makes three cases m which extra 
X chromosomes have been mistaken for other members of 
the 6-12 group Either the X chromosome is more 
vanable in size than has been thought, or the X chromo¬ 
somes concerned are abnormal, or our methods are less 
rehable on this pomt than we beheve Otherwise we must 
suppose that sex-chromatm bodies can be produced by any 
extra autosome m the 6-12 group, and this seems un¬ 
likely The optimistic supposition of the last paragraph of 
our leader—that tnsomy of every one of the autosomes 
might some day be demonstrated—was based largely on 
this case and must unfortunately be moderated —^Ed L 


ANHIDROSIS AND HEATSTROKE 

Sir,—I vmte to support Dr LadeU’s views ® on this 
subject 

In the summer of 1959 Melbourne had its worst heatwave 
for half a century, with maximum temperatures of 108 5°, 
107 3°, 109 0°, and 98 0°F on consecutive days, and this msti- 
tution for the healthy and infirm elderlj was m a state of emer¬ 
gency durmg this period 

A great opportumty for observmg the effeas of extreme heat 
on the elderly panent was lost at this time All that was saved 
were a senes of temperature records and some climcal im¬ 
pressions, but these m themselves support the view that it is 
the nse m temperature which precedes and is a major factor m 
the cessauon of sweatmg No less than a third of the pauents 
at risk—^38 out of a total of 116—had a temperature rise of 1°F 
or more above normal 9 patients had a temperature nse of 3° 
or more, the highest temperature bemg 106 O'F All 9 showed 
the typical picture of heat hyperpyrexia—hot dry skm, absence 
of sweatmg, mental detenoration, and so on Those with lesser 
degrees of pyrexia did not Careful treatment was successful 
m all cases 

It seemed that the temperature nse came first, and that at a 
certam level, which vaned but was as a rule between 102° and 
103°F, somethmg went completely WTong w ith the temperaturc- 

6 DcCarJi L Nuzzo, F ,Chiarclb B Poll E Lancer Julj 16 1960 p 130 
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regulating mcchmism, and the full picture of heatstroke and 
•mludrosis developed, with prostrauon and a rapidlj nsing 
temperature 

Dr Ladell gives facts rclaong to the falling off in sweat 
production wath rising bodj-temperature which fit m scrj well 
with our clinical observations, and which would c\-plam our 
finding tliat the criucal level la> between 102° and I03°F 


Grccn>ale VillAfjcfor the \ged, 
Victoria, Australia 


David C Wallace 


CIGARETTES IN HOSPITALS 
Sir,—D r Birch (Dec 3) rightly calls attention to the 
illogicalitj of advising patients against smoking and at the 
same time providing facilities for tlicm to do so Besides 
■vending machines, many hospitals possess a shop or 
allow the sale of cigarettes to patients by newspaper 
roundsmen or other means The hospital staff, not 
unnaturallv, also make use of these facihucs, thus con¬ 
tributing to the suggestion that the hospital condones 
something which medical advice often has to condemn 
There has also been a growing volume of criticism 
rcccntlv of the lack of central action about cigarcttc- 
smoking No-one pretends that this is an easy assignment, 
but It would seem that the time has arrived when a 
thorough examination under Government auspices of the 
various facets of this difficult problem should be under¬ 
taken I would suggest tliat a commission representative 
of the various medical, educational, and lay aspects be 
appointed to inquire into the present situation m this 
country concerning smoking and to make recommenda¬ 
tions with a v'lcvv to safeguarding tlic public welfare 

Clare Hall Hospitali 

Norman Macdonald 


ONTCRDOSE OF TRIFLUOPERAZINE 
Sir,—^A ttempted suicide by trifluoperazine is unusual, 
and the following case demonstrates the alarming side- 
effects of tius drug when taken m large quantity 

A man of 27 was under outpatient supervision for chronic 
schizophrenia Several months before admission his treatment 
was altered to trifluoperazine (‘ Stclazinc ’) (10 mg daily), 
wluch he took consacntiouslj without ill effect until his supply 
of tablets become exhausted His mental condition then began 
to deteriorate and he became depressed and dissatisfied with 
himself and was unable to concentrate or sleep He consulted 
a psvchiatrist, who prescribed twenty-eight 5 mg tablets of 
trifluoperazine On returning home, the patient made a 
determined suicidal attempt by swallowing all the tablets at 
once 18 hours later he was admitted to this hospital with severe 
generalised muscle cramps and stiffness of the legs, back, and 
neck which had developed about 12 hours after taking the 
tablets On examination he was fully conscious but rolling 
around the bed complaining of agonising spasms in the back 
and neck, wluch tended to subside when he was occupied 
There was moderate torticollis to the right, with head retraaion 
and stiffness of the neck muscles, but tlierc was no limitation of 
movement There was slight but definite hvpcrtonus of the 
right leg with increased knee reHexcs and bilateral unsustaincd 
ankle-clonus His coordination was good, and pupil reactions 
Were normal vvath no nvstagmus No other abnormal signs 
were detected m the nervous svvtcm 

Tliese svTaptoms were verv unpleasant and frightening to 
the patient but disappeared spontancouslv during the next 
12 hours without sequela: Thev were presumable due to the 
effects of 140 mg of tn luoperazin- on the cxtrapvramidai 
sevtcm It would thcrefo-c seem important that casualty 
ofiiCe*’s should be avva»'c of these sidw-effects of pheno h,37inc 
d-'i atives and should h~>uatc to diagnose meningitis tepnv, 
fvc in pi'icnts who have taEen these preparafi '■’s 

I u lire cases s! ould be ircitcd b gas -le aspira ion and the 
ma " cnance o* an ad-'quatc a rwa to p-event asphvxiation 
freon spisr-* of he p'o is It I as b-s'n sho vn tba caffeine 


benzoate (gr 7'/,) injcaed intravenously mav be helpful la 
relieving painful dvstonic muscle spasms, and Robertson’ 
has suggested that anD-histamines such as diphcnhvdramme 
(25 mg) should be given intravcnouslv in all cases of pheno- 
tluazine overdosage because of their antiparkinsoaiji 
propemes 


St AIar> Abbot s Hospital, 
London,XT 8 


J C Barktr 
n M Kerr 


SAFETV or IRON PREPARATIONS 

Sir,—^W ith the increased use of ferrous salts in the 
treatment of iron-dcfiacncj' anxmias there has been a 
corresponding rise in the number of children killed bj 
accidental ingcsuon of these drugs 17 dcatlis were 
recorded in Great Britain in 19}0-u}9, and 32 in 1950-53 ’ 
Symptoms of poisoning have been reported as shock, 
gastrointesunal irritation, necrotic lesions of the stomach 
and intcsunc, and damage to the liver and heart’* 
Intolerance to ferrous salts (nausea, vomiung, and gastro¬ 
intestinal upsets) hav c often been reported **' 

We therefore thought it important to determine the 
safety’ of the more commonly used ferrous compounds 
when given orally, under condmons which, as far as 
possible, simulated the accidental ingestion of large num¬ 
bers of tablets of a commercial preparation 


Wc chose the dog for this mvcstigation because it is possible 
m dogs to observe sub)ccuvely many of the toxic symptoms 
reported m humans 

In our first experiments wc compared die safety of ferrous 
carbonate, ferrous sulphate, and ferrous gluconate after a 
single large oral dose The animals were killed and examined 
24 hours after dosing 

The results showed that ferrous carbonate is far less toxic 
than ferrous sulphate, for example, a dose of ferrous carbonate 
as high as 1 5 g ferrous iron per kg produced no syanptoms of 
toxicity, nor w as there any postmortem or histological ei idence 
of damage to the stomach or intestine In contnst, firrous 
sulphate at a much smaller dose of 0 6 g ferrous iron per kg 
was fatal, and a dose of 0 3 g per kg produced extensive 
ulceration and inflammation of the gastrointvstinal tract 
Ferrous gluconate, although less toxic than the sulphate, was 
more toxic than the carbonate, since, although not fatal, it 
produced gastrointestinal damage at dose levels of 0 75 and 
0 375 g ferrous iron per kg 

Larger experiments, using commercial tablets of ferrous 
salts (ferrous carbonate, ferrous sulphate, ferrous sulphate com 
pound, ferrous gluconate, ferrous succinate), confirmed our 
obscrv alions Ferrous carbonate at 1 5 g ferrous iron per kS 
produced no evidence of toxicity whatsoever, whereas ferrous 
sulphate (0 187-0 75 g ferrous iron per kg ) caused votniiine, 
ulceration, and inflammation of the stomach, and sometime 
inflammation of the duodenum Even with doses as low a' 
0 012 g per Jg there was some damage to the fundus o'" lb" 
stomach T7ic commercial preparations of ferrous glucoaa ' 
and ferrous succinate also proved more toxic than ferro-i 
carbonate Tlic maximum safe doses of these salts dctcianred 


by cxpcriements in dogs arc 
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Therefore, in our experiments on dogs, ferrous ca' 
bonaic is 100 times safer than ferrrus sulphate, 30 tiir'^ 
safer than ferrous gluconate, and 15 times safer than 
l K Sc-o a vr 7 D>7ri,ii w77 too „ 
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ferrous succinate Because ferrous carbonate has a high 
degree of safety in these animal experiments and is also 
dimcally effective m the treatment of iron-defiaency 
anaemias, we beheve that the use of a stable preparanon 
of ferrous carbonate, in preference to other iron salts, 
will help to reduce deaths m children who accidentally take 
large doses of iron 

It seems that the use of ferrous carbonate would do 


much to reduce symptoms of mtolerance to iron, 
espeaally the gastromtestmal upset often reported with 
other iron preparations 


Research Division, 
Allen & Hanbuiys Ltd , 
Ware, Hertfordshire 


P F D’Arcy 
E M Howard 


DIURETICS IN THE MANAGEMENT OF 
OBSTRUCTION OF THE SUPERIOR VENA CAVA 


Sir, —In patients with bronchial carcinoma causmg 
obstruction of the supenor vena cava, there is mevitably 
an mterval between admission to hospital and rehef of 
the obstrucuon by radiotherapy or alkylating agents, 
mdeed, radiotherapy may temporarily aggravate the 
obstrucuon, and several days may elapse before such 
therapy can even be started 

Six months ago I tried the effect of a diureuc (chloro¬ 
thiazide) m convenuonal dosage as an mtenm measure 
m these pauents So far this has been tried m 4 patients, 
and m 2 within twenty-four hours mdema of the face and 
neck was dramaucally reduced, and m the other 2 there 
was considerable sub) ecuve improvement (reduced skm 
stretchmg) though no significant objecuve changes 
Diureucs rmght also be given at the same time as radio¬ 
therapy m an attempt to limit local (Edema due to heavy 
irradiauon 


Churchill Hospital, 
Oxford 


D O Lewis 


Parliament 


Supplementary Estimates 
Miss Edith Pitt, parliamentary secretary to the Mimstry of 
Health, said that the whole of the supplementary estimate for 
the Nauonal Health Service ^ related to mcreased remunera- 
Uon For England and Wales £37,665,000 was needed, and 
most of It—£35,976,000 gross—^was for payments to doctors 
to implement the recommendauons of the Pilkmgton report. 
The estimate also covered seven other wage awards, of which 
the largest item was for clerical and ancillary workers 
Dr Edith Summerskill was chsappomted that this change 
m pay structure had not been related to the general health of 
the service This was probably the last tune that such a large 
sum would be allocated In future, the standmg review body 
would exanune the remunerauon of doctors and denusts every 
ihree jears, this might lead to adjustment of salaries m a minor 
waj, and structural changes might not be so acceptable when 
ere n ere only mmor salary mcreases This was the psycho- 
ogical moment for the Mimster to say that, as this large sum 
o money was being given, he wanted the service unproved She 
was sure that he wanted to save money, and at the same tune 
o o It m a construcuve manner This was his great oppor- 
wmty, but unfortunatelj he had missed it But at least he had 
sai let us have £1 milhon to improve general pracuce, and he 
might now say what he proposed to do with it She suggested 
re resher courses, and the reducmon of the maximum size of 
c G P s list If the Muuster wished to reduce the hospital 
popu ation, he should place more emphasis on the donucihary 
eivices If he had seized this opportumty to mcrease the 
nsultants basic salary, if necessary by abohshmg the C Class 
merit aw ards, and to make aU domicihary visits free, then 
1 See Lancet Nov 26, I960 p 1202 


general practiuoners could more easily obtain a second opinion 
This would help to solve the problem of our overfull hospitals 
She also asked why the part-time consultant was still favoured 
at the expense of the more effective whole-tune consultant 

Dr Donald Johnson, too, thought that an opportumty 
had been missed to reconsider the structure of the service He 
wondered whether the capitanon fee was the best method of 
paymg the general practinoner By this method the doctor had 
only one financial incentive—namely, to get the maximum 
number of patients He got no more if he attended them aU 
every day and no less if he sent them all to hospital whether 
as outpatients or mpanents He was penahsed finanaally 
automatically if he spent money on his surgery or employed 
extra secretanal or nursmg assistance We could talk about 
developing domicihary services, but it was the general practi¬ 
tioners who were essentially our agents for providmg efiicient 
domicihary services, and not the local authonnes or extensions 
of the hospital service Both outpatient and mpanent hospital 
treatment were largely dependent on how the general practi¬ 
tioner worked 

Mr Laurence Pavtit was disturbed that in England £16 
milhon was provided for the regional hospitals, which under¬ 
took 90% of hospital care, and £3 7 milhon for the teachmg 
hospitals, which provided only 10% 

Mr Enoch Powell, the himister of Health, welcomed the 
Government’s acceptance of the Pilkmgton recommendations, 
for he beheved that it could without exaggeration be said to 
mark the opemng of a new era in the relations between the 
me(hcal profession, the National Health Service, the Health 
Mimstries, and, indeed, Parhament It was therefore perhaps a 
httle mconsistent to complam as some speakers had done of 
lost opportumnes, for the essence of the Got emment’s act was 
the acceptance of the report as a whole He expeaed that 
arrears due to doctors m the hospital service relating to the 
penod back to Jan 1, 1960, would all be paid before the end of 
this calendar year, and the full amount of these arrears had 
been mcluded in the supplementary estimate • 

The Next Two General Grants 

The Munster of Housmg and Local Government has set out 
his proposals for the general grants to local authonnes * for 
the next two years The Government consider that estimates 
for total local-authonty expenchture for 1961-62 and 1962-63 
should be fixed at £818 19 milli on and £851 15 milhon respec- 
nvely (the revised estimates for 1959-60 and 1960-61 were 
£723 48 million and £769 80 milhon), and on these figures the 
Government conclude that the general grant (which is the 
Exchequer’s contnbunon) should be £454 milhon for 1961-62 
and £472 milli on for 1962-63 

Local authonnes expect to spend on their health services 
£72 89 milhon m 1961-62 and £77 20 milhon m 1962-63 
(compared with £64 28 miUion m 1959-60 and £66 50 miUion 
m 1960-61) Discussmg these mcreases the Mimster says that 
because of the new responsibihnes which the Mental Health 
Act will impose on authonnes he expects that expenditure on 
their menti-health services, which had reached about £4 
milhon m 1959-60, will amount to well over £8 milhon by 
1962-63 Other commumty services for which substannal 
development has been provided are health visitmg, welfare 
services for mothers and young children, homes for the old and 
infirm, and welfare services for the physically handicapped 
For example, at the end of the current year nearly 38,000 places 
for the old and infirm which would have ranked for contnbu- 
nons under the National Assistance Act 1948 wall have been 
brought mto use, compared with about 30,000 at the end of 
1958-59 Estimates for 1961-62 and 1962-63 show that this rate 
of mcrease is likely to be substanually exceeded The number 
on registers for the hanchcapped by the end of 1962 are likely 
to show the foUowmg mcreases over 1959 

Blind and partially sighted persons 7000 (6 2%) 

Deaf and hard-of-heanng persons 6000 (17 7%) 

Others 24,000 (27 7%) 

1 Local Gosemmenl Finance (England and Wales) The General Gram 
Order, 1960 H M Stauonery Office Pp 18 Ir 3d 
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Academic and Scientific Rates 

At the second reading of the Rating and Valuation Bill on 
Not 30, Mr Hekr\ Brooke, the Minister of Housing and 
Local Government, said that the Pritchard Committee had 
recommended that everj orgamsation sshich qualified as a 
chants should be absolutch entitled to a 50°<, remission of 
rates, whether the benefits it conferred locall> were great or 
small, and that tJic local authoritj should have discretion to 
grant a further remission bejond die obhgatorj 50",, remission, 
nght up to complete exemption from rates The Pntchard 
Comrmttcc was clearly in some doubt about the position of the 
universities The universities were undoubtedly chanties, but 
they were substanually financed bv Exchequer grant through 
the University Grants Committee Unlike other cliantics, 
many of them held a considerable, if not a dominating, posiuon 
in the towns and cities in whidi thev were established, as well 
as being different from the ordinary chamv in that they were 
largely Exchequer financed In all the circumstances, it did not 
seem to the Government that a sufficient case existed for 
obliging the local authority to give tlie universities on all their 
extensive buildings a 50”n remission But tlie Chancellor of 
the Exchequer was ready to give assurance that any additional 
rates falling on the universities as a result would be taken into 
account m determining the amount of recurrent grants to be 
paid to tliem from the Exdicqucr It was simply a question 
whether the money would come from the tax-payers or from 
the otltcr ratepayers This applied to all umversiUes and 
colleges which received grants ilirough the Umvcrsity Grants 
Committee It did not apply to tlie Oxford and Cambridge 
colleges, though it did apply to the umvcrsity buildings in 
Oxford and Cambridge The colleges would get the 50^4, 
mandatory relief, because they were charitable foundations and 
yet did not receive any grant whatever from the University 
Grants Committee The Government believed that this was 
the fairest settlement of an intraaablc problem 

The Bill repealed the total exemption from rates given by 
the Scientific Soaeues Act of 1813 to societies established for 
the purposes of science, literature, or the fine arts exclusively 
The dcfiniuon in the 1843 Act had proved difficult to apply 
Under the Bill, practically every organisation which now 
obtained benefit from the 1843 Act would in future, through 
being a chanty, qualify automatically for 50"o derating, and 
the local authonty would have discretion to go further, up to 
complete exemption Dr Reginald Ben'nett asked whether 
research associations came under the heading of chanties Mr 
Brooke said that any organisation, whether a research associa¬ 
tion or anything else, which could satisfy the authority that n 
was a chanty would qualify 

In summing up Sir Keith Joseph, the parhamentary 
secrctarv of the hiimstry, agreed with several members who 
had suggested during tlie debate that it was probable that in the 
immediate future the impact of tlie education and health 
programme would cause the local authonty rate demands to nsc 
But the tax-payer was already bcanng a substantial share of the 
cost of tlicsc local services and, as the General Grant Order 
showed, they were still bcanng a very substantial share Eunher- 
morc rates vv ere the support of local gov emment independence, 
and everyone wanted to ensure that local government could be 
vigorous and independent on the basis of its ovvn properly 
raised, and indcpcndcntlv raised, finances 

Clcmish Food 

On tlie adjournment on Nov 29, Dr Bvrnttt Stross 
praved acainst the new food hvRicne regulations (S I 1960 
no 1601) vvhicli consolidate the earlier regulations and extend 
them to ' food businesses earned on from homegoing slups 
and moored vessels He explained he d d so onlv because he 
thought that thev we*c inadequate He pointed out that the 
number o'" oatboraks o*" fpod-poisoang had nsen steeply and 
tha ojtb'eals were n O'c frequent in hospitals than in o her 
ca c'a"gcs ablishm'-nts Hcvvascspeciallv disappointed that the 
Pew 'cgu'a icns still lef the respo-s , 1 - 1 ], of po ifsing an 


mfccuon with the food-handler Dr A D D Broichtox 
regretted that the new regulations did not in any wav encourage 
education in hygiene 

Miss Edith Pitt, parliamentary secrctarv to the Ministry 
of Health, said that the 1955 regulations had done mucli to 
raise the standard of food hvgiene, and had proved an cfTinne 
instrument for enforcing satisfactorv basic standards TIic mam 
emphasis, however, bv the enforcing authorities, had naturally 
been on education rather than on legal proceedings, for the full 
purposes of tlie rcgulauons would not be acluevcd until every 
food-handler and every customer was so well aware of the 
importance of good hvgicnc that correct pracuccs became a 
matter of course Though there had been an upward tendenq 
in notifications, this might perhaps be the result of a great deal 
more publicity and far more intensified effort to find out where 
the cases were People in hospitals were already in a state of 
susccptibihtv and there was also more ready notification from 
hospitals Much was going on m the special training of all 
hospital staff, catermg and nursing, m food hvgiene and 
towards the redesigning of hospital catering facilities—Dr 
Stross asked if the hospitals at least could not initiate the 
exammation of food-handlers, but Miss Pitt said that examma 
tion would be required at such short intervals ns to be 
impracucablc She believed that the new regulations should 
prove an effective instrument for conunuing and consolidating 
the progress aeliicved since 1955 in tins important aspect of 
modem living 

Registered and Enrolled Nurses 

On Dec 1 Dame Irene Ward introduced the Nunes 
(Amendment) Bill in the House of Commons Its chief purpose 
IS to provide tliat in future tlie “ roll of assistant nurses "shallbc 
known as tlie “roll of nurses’’ and the “ assistant nurses” 
committees of tlie General Nursing Councils of England and 
Wales and of Scotland as the “ enrolled nurses ’’ committees 
It also provides that the standard of training required for 
registration will remain higher than that required for cntolmem 


QUESTION TIME 
R H B Capital Expenditure 

Mr J M L Prior asked the Minister of Health when he 
proposed to introduce new methods of allocating finance for 
capital projects for regional hospital boards—Mr PowTti 
replied I am reviewing the whole management of the hospital 
capital programme, but cannot yet say when any clianges will 
be introduced 

Group-pncticc Loans 

Mr L A Pavitt asked the Minister of Hcaltli how much 
money, in addition to that already carmarlcd within the 
general medical services central pool, he proposed to male 
available for group-pranice loans, following the iccommcnda 
tions of tlie Pillangton report—Mr PowiXL replied £83,000 
a year for England and ales 

Alcans Test for State Scholarships 

Mr W r MoNTGOVirna as! cd the Mitustcr of Education 

whether he was yet in a position to mal c a further statemrat ca 
his consideration of the recommendations of the And'-roa 
Committee on grants to students—Sir David Eccles reph'd 
The Government have decided on the general lin"" of w' 
radical revision of the scale of parental contribution 
I announced on Nov 7 Tlie details of this scale, vhieh wal! 
come into force in Oaober, IO 6 I, will be publi bed ^ho-ab 
after I have consulted tlie local-auihoatv as'ociatinas »g 
addition to univcrsitv students, the new scale will applv al o to 
students taluag comparable counc' m furthc educati^ 
institmioas and to tcacbc's in training No co itribu 10 a will 
required bclo v £700—net sale income—and in g'n- a! tl 
wall be a sub taatiil rcduaioa in tl e amount wh eh p^ er's 
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vnll be required to contribute The income-tax child aUovrance 
will be continued The cost of the relaxation of the means test 
now proposed will be approximately £10 milhon m a full year 
The system of makmg awards m Scotland differs m several 
respects from that m England and Wales, and the apphcation 
of the Goyemment’s decisions to Scotland is soil under 
discus^on. Mr Montgomery As we beheye m the pnnaple 
of &ee secondary education for all, and any child who passes 
for a grammar school gets a place irrespecnye of the parents’ 
income, why caimot we transfer this further and giye those 
with the necessary abflity a place m further education irrespec- 
nye of the parents’ mcome Sir David Eccles This drastic 
relaxanon of the means test is without prejudice to full abohaon 
if on examination it should turn out to be the right thin g to do 


Obituary 


HAROLD ESMOND ARNISON BOLDERO 
Kt, MA., D Jil Oxon , FR CF 
Str Harold Boldero, who died at his London home on 
Nov 30, made great contributions to medical education 
and to the national organisation of medicine durmg 
twenty years as dean of the Aliddlesex Hospital Medical 
School and aghteen years as registrar of the Royal College 
of Physiaans of London 



\ 'clt rS '•"‘•"’a 


Bom m 1889, the son of John Boldero, j p , of iVlark Cross 
m East Sussex, he was edu¬ 
cated at Charterhouse, Trmity 
College, Oxford, and the 
Middlesex Hospital Medical 
School, where he was a final- 
year student m 1914 He 
qualified m the following year 
and then served m France as a 
regimental medical officer, m a 
field ambulance, and as a 
D^D MS , wiffi the rank of 
major He returned to the 
Middlesex m 1919 to complete 
his medical education and take 
up jumor appomtments He 
was already known as an out- 
standmg athlete, having repre¬ 
sented Oxford m athlencs m 
1911 and m hockey in 1912, 
, and his prowess as a centre- 

naif earned him a place m the England hockey team He soon 
ecmne known also (even as a house-physician) as an inspmng 
teacher, and he was one of the first medical registrars to be 
appomted to the xMiddlesex. 

In 1922 he jomed the Middlesex Hospital staff as 
assistant physician At that time it was customary for 
e jumor physician to take charge of the children’s ward, 
nn by most this was regarded as a necessary but not 
particularly mterestmg duty But Boldero was funda¬ 
mentally mterested m pmdiatncs he had been a rhmral 
assistant at Great Ormond Street and was elected to the 
staff of the Evelina Hospital for Children in 1921 He 
, j ^ profound chmcal knowledge of the diseases of 
Children and was an excellent therapist But perhaps his 
hsset as a psdiatnaan was the way m which he 
manage sick children His quiet and gentle maimer 
at once won their confidence, and many of his former 
o eagues can recall the justified confidence that he 
mspire m them as parents In 1934, however, he was 
ppointed dean of the medical school and became 
^ed m adnunistration to an extent that prevented 
from dev elopmg as a physiaan and teacher 


As the rehuildmg of the hospital had just been com¬ 
pleted, he began to orgamse the reconstruction of the 
medical school, but when the outbreak of war put an 
end to further building he had been able to complete 
only one section—that containmg the admimstram e 
offices and the Boldero hbrarj For the next five years 
he was a sector officer m the Emergency Medical Service, 
engaged m the orgamsation of air-raid casualty seinces, 
but at the same time ensurmg that the Middlesex medical 
school was kept together as an entity and that medical 
teaching contmued without mterruption. It was at this 
period that Boldero began to show the real greatness of 
his quahnes He had control of everj situation and his 
advice was contmually sought m the development and 
conduct of the service After the war he agam led the 
Aliddlesex through a diffi cult period of reconstruction m 
which the development of the National Health Service 
brought big admmistrativ e changes to both hospital 
and school He retired from the staff m 1954 

A Aiiddlesex colleague writes 

“ Boldero was an excellent administrator both finanaallv and 
educauonally, and his term of office brought large develop¬ 
ments to the school But he did not limit his deanship to the 
higher walks of adrmmstration, he was a personal friend to 
the students, to whose interest he was genumelv devoted He 
combmed an extreme kindness, and forbearance for human 
weakness, with ngid prmciples of conduct. He was held m 
respect and affection as a man of his word, and his fairness was 
impervious to any outside influence His great strength lav m 
his abihty to see ahead and to take an objecnve view, and in his 
innate honesty of purpose, which was apparent even to those 
who disagreed most fundamentally with his views He had 
great courage m all he did, displayed particularly m over- 
commg the successive persona] misfortunes which beset him 
and the severe illness which struck him down m 1946 The 
kmdest of men and a gav and witty compamon, Boldero was a 
svmpathenc adviser to many of his colleagues on a variety of 
problems, but he could be rigid and inflexible if he considered 
that basic prmciples were mvolved.” 

The Aiiddlesex was thus for many years the centre of 
Sir Harold’s work and remamed perhaps the centre of his 
mterest But, espeaally after his retirement, other 
professional bodies claimed his help 

He served for many years on the General Aiedical Council, 
he was a member of the Senate of the Umversity of London, 
and he was chairman of the Board of Advanced Medical Smdies 
He was also an ongmal member of the North V7est Metro¬ 
politan Regional Hospital Board, and he sat on many formal 
and informal committees of the Ministry of Health. Outside 
the immediate confines of medicme his help was given to the 
Ceneral Dental Council and to the Chartered Soaety of 
Physiotherapy He had only lately completed a term of office 
as chairman of the council of this latter body which had covered 
the mtncate negouanons of the Professions Supplementary to 
Aledicme Act. 

But outside the Aliddlesex his most important work was 
done through and for the Roval College of Physiaans 
In 1942, after a period as treasurer, he was appomted 
registrar—an office which gav e him scope for his admims- 
tranve abihty XCith Lord Aloran, Sir Russell Bram, and 
Sir Robert Platt as successive presidents, he took a large 
share m the negotiations which defined the partem of the 
new health service and later modified it. His knowledge 
and experience of education firom his work at his medical 
school and at the university made him an mvaluable 
advTser, and to this was added a comprehensive and detailed 
knowledge of the affairs of the college and a wiUmgness to 
shoulder responsibfiitv 
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R P \vntcs of the immediate past 

“Hal Boldcro w’as 71 He had become a httle slower m 
recent 5 cars, and more breathless, but he soil had the figure of 
the athlete he had been m former daj-s and retained a clantj 
of mind which all who knew him must base cnvncd, though 
the> might be 20 jears his jumor Confronted with a new 
project, he would cxarrune it with all the caution of age, wns- 
dom, and expenence, but, once convinced, he would work for 
It wath the enthusiasm of a joung man Thus he was busy on 
the plans for the new college to the da> of his death, and no-one 
save the architect himself had done more for them 

“The Roj'al College of Physicians had been his greatest 
interest since he left the Middlesex, and m recent years he had 
given nearly all his time to its alfairs, but he believed that no 
man is indispensable and had made it clear more than once 
that he was vvalhng to resign m favour of a younger man if it 
were m the interest of the college It never was in the mterest 
of the college, and so he worked on with devotion and I think 
with much enjoyment until one evening after dimng happily 
with friends he ied 

“It may be that too few knew him intimately and realised 
his kindness and the great sense of fun which lay bclund his 
rather dry unemouonal facade Those who did will remember 
not only the respect but the great affection which he inspired 
m all who worked with him ” 

W R B recalls memories of a few years ago 

“All admmistrators deal with human nature as their taw 
material, and necessanly in large measure use similar methods 
The outstandingly successful admimstrator must have some¬ 
thing more In Boldcro this was an unusually selfless devotion 
to the institutions and organisations he served, and an excep¬ 
tional power of assessing what was practicable in any situation, 
having regard to the people concerned, and the restrictions 
imposed on them by the forces acting upon them 

“ Before a meeting at which there were likely to be differ¬ 
ences of view, one would discuss with him the possible courses 
of action, and what lines different people would be likely to 
take The main objecuve would be laid dovvn, and the steps 
to be taken, if things went wrong, discussed This was what 
he called ‘ doing one’s homework ’ When the committee met, 
he would stroll in, sit dovvn, and listen If all went according 
to plan he would probably say nothing If there were strong 
differences of view he would wait till the mam altcmauvcs 
had been outlined, and perhaps there seemed to be a deadlock 
Then dunng a silence he would say quietly and dchberatcly 
‘ I was just wondering, Air Chairman ’ and then would 
come one of his masterly understatements, gently deflaung an 
idea, but never a person, and the discussion would take a new 
turn, and hkc an ideal three-quarter, he was always in the nght 
place to take a pass If he was ever critical of others (in private) 

It sprang from his fierce loyalty to the college, and lus friends, 
and his resentment at anacks on cither wluch he considered 
unfair or underhand He willinglv paid the price of this loy- 
altv, which was that sometimes others got die credit which 
should have been his, and he came m for cnucism for things 
for which he was not responsible 

‘ But bcneatli the admimstrator there was a rather shy man, 
knovvaa onlv to comparativelv few To go on an expedition 
with him, cspcaally to a conference abroad, was to see contin- 
uouslv a side of him of which at other times one only caught 
glimpses He was an ideal companion, full of gaiety and 
enjovraent of the quirks of human nature He kept in the 
background lus personal sorrows, and latterly accepted a 
growing phvsical disabihtv No man bener embodied Osier’s 
ideal of Jr,'imi W e have said farewell to a vvasc, loyal, 
gav, and courageous spint ’’ 

Sir Harold s wafe died in 1^50 after a long illness They 
arc survaved bv thar voungcr son 

V r"—'‘-III 5--! 1 e j-ra-g-J piatJi b the college aaJ th-Middle¬ 
sex Uoip tal will be b-ld a All SoUi, Laas''a'n Puce, VT J, on 
"n-L 15. a 12:orsi 


JOHN MOL^’NEUX HAMILL 
O B E , B A , AI D Cantab , D Sc Lend 

Dr J M Hamill, a former senior medical officer of the 

Ministry of Health, died m London on Nov 29 at the age 
of 80 He was an authority on food inspection and milk 
production and did much to raise the standards of food 
supphes m this country 

He was the son of Philip Hamill and a brother of the htc 
Dr Phihp Hamill, Fr c P From St Paul’s School he went to 
Trinity College, Ckunbndgc, of which he was a scholar He 
took a first-class m both parts of the natural sciences tripos, and 
m 1902 he graduated b sc Lend wath first-class honours in 
phy-siology’ He qualified from St Bartholomew’s Hospital in 
1904 The same year he was appointed Sliarpey physiological 
scholar at Umversity' College London In 1906 he took the 
DPH, and in 1907 the d sc Lend 

In 1907 he was appomied a medical inspector of foods 
of the speaal foods branch of the Local Government 
Board which was bemg orgamsed by George Buchanan 
Here HamiU was associated wath inquiries mto the pre¬ 
vention of food-poisomng and measures for estimating the 
purity and quahty of food-supphes with AW] 
MacFadden, G W Momer-WiUiams, G C Hancock, and 
F J H CoutTs, and made a number of reports to the Board 
on these subjeas These mvestigauons were intemipied 
by the 1914-18 war dunng which HamiU served as 
D A D M s (san) m France at G H Q of the Bnush Ev- 
peditionary Force and as samtary' officer to the Central 
Force Headquaners, Horse Guards For this work he was 
appointed OBt 

When the Mimstry of Health was established m 1919, he 
became deputy semor medical officer to the speaal section 
of the medical department concerned wath the supervision 
of food-supplies and nutrition, with Dr MacFadden as 
his senior medical officer Hamill also acted as liaison 
officer in coordmaung the work of this section wath the 
Medical Research CounaJ His report on Diet m Relation 
to Normal Nutrition, which applied sacnufic knowledge to 
the sclccuon of food according to nutnuonal value and 
cost, was pubhshed by the Almistry in 1921 His Notes 
on the Pastcunsaiioii of Milk appeared m 1924 He served 
on the Aiinistry'’s advisory committees on nutntion and oa 
a number of departmental and interdepartmental com¬ 
mittees He was British Government delegate to four of 
the World Dairy' Congresses and chairman of the com 
mission which m 1927 mqmrcd into milk production m 
Holland and Denmark In 1934 he succeeded Dr 
MacFadden as semor medical Officer of the foods sccuon 
of the Mimstry 
A S MacN writes 

“ Hamill was an excellent medical administrator and « 
authority on food standards and on unned foods He was at 
easy colleague to work with, and his advice was sound and 
always readily given He was tall and broad in propo'tto'i- 
After his war service lus health was not good, and in 1910, e“ 
reaching the agc-limtt, he resigned from the Almistry, lea i'* 
bclund lum n record of valuable vvorl on nutrition based ca 
sound physiological pnnapics ’’ 

Dr Hanull married in 1932 Miss Lesley Findlatc' 
She died m 1957 


GEORGE riLVNCIS THOMAS SAUNDERS 
O D E , M D Dubl 

Dr Saunders died on Nov 18 at Kumasi, Ghs'’^) 
iftcr a motor acadent As a speaalist in the Co’ot ^ 
'vlcdical Service, he had tal cn an important part i" 
he control of epidemic diseases in West Africa, and tf^ 

ttrr'r'cc nf htc rrrmnifc^ !Te^tn<r .<?f*frfT//7r-4/C?‘,77r55 ^ 
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early and valuable demonstrauon of the efSaency of 
Western mediane 

He served m the ranks m the 1914-18 war before qualifying 
hom Tnmtv College, Dublin, m 1928 The following vear 
he joined the Gold Coast Medical Service, and of his work 
there B B W wntes “ From the first, Saunders’ full mterest 
waS engaged by the problem of mass disease among rural 
people, to the es.clusion of practice m urban hospitals In the 
1920’s sleepmg-sickness became epidemic m the north of what 
IS now Ghana, but, because of the financial strmgenci of the 
depression, he had to struggle with authontv tmnl 1936 before 
he obtamed grudgmg permission to start a control campaign 
With Dr K R S Moms as entomologist, but otherwise 
relymg only on local Africans, manv of them ilhterate and none 
of them havmg as much as a school certificate, he built up a 
field organisauon which earned the diagnosis and treatment of 
sleeping-sickness mto every viUage of the affected areas His 
selecnon and training methods were so successful that no 
untoward sequela of any of the potennaUy dangerous pro¬ 
cedures used (mcludmg lumbar puncture and mtravenous 
trvparsarmde therapy) ever arose the epideimc was brought 
under control m 4 or 5 vears, and the good will towards Westem 
medicme which it engendered among ptiminve people later 
smoothed the way for the control of other mass diseases among 
them 

‘ George Saunders was gifted with an estraordmarv memory 
[ for scientific hterature, and his academic knowledge tvas of a 
high order He spoke two or three local languages fluently, 

I with a marked Dubhn accent. Mamed to an Ashanti ladv smee 

1930, he retired to h\ e near Kumasi, a rather lonely man smee 
so few Europeans knew of his existence, though aeepiv admired 
and loved by those who did know him, pamcularlv the handful 
! of doctors who had seen his work or had been privileged to 
contmue it ” 

ROBERT RITCHIE SIMPSON 
M.B Glasg,FRCS,FRCSE 
Mr R. R. Simpson, who for many years had practised 
I otorhmolaryngology m Hull, died there on Nov 26 at the 
age of 58 

i Bom at Larkhall, near Glasgow, he graduated M.B m the 
1 University of Glasgow m 1923 Soon after quahfvmg he began 
I trainmg for his specialty, durmg which time he held jumor 
J appointments at the Western Infirmary, Glasgow, and later at 
Edmburgh Roval Infirmary In 1927 he became fr-C-SE 
j and immediatelv afterwards jomed Mr Ritchie Rodger m pn- 
• 1 hospital pracuce m Hull, subsequently holdmg many 

appomtments m that city and m the East Ridmg of Yorkshire. 

; t the 1939-45 war he served as a major m the R.A.M C from 
. 1939-45, first m France until the evacuation of St. Nazaire 

and later in the Middle and Far East 

president of the Section of Otology of the Roval 
Soaetv of Medicme m 1954, and president of the North of 
England Otolarvngological Soaetv of which he was a founder 
member In 1954 the Rojal College of Surgeons of England 
el£«ed him to the fellowship ad eundum. He died a week 
' ^ would have occupied the presidential rbair of the 

I nnsh Assoaation of Otolaryngologists He acted several 
j times as an external e x a min er m the final examination m sur- 
. ^ gay at the Umyersity of Manchester He served on Hull 
f I ^ roup Hospital Management Committee fox many years 
_ V, c was a justice of the peace until four years ago, bemg par- 
I tic^lj mterested m juyemle delmquencj 
^ though never workmg in a teac hin g hospital, except m his 

i Mdays, he retamed a deep mterest m the Umversitv of 
u , pamcularlv m the Departments of Zoologv and Enghsh, 
•^1 umversitv hbrary contam some of his 

j ,, , chief literarv contribution was his Shakespeare and 

^ Medlar^, which was pubhsbed last vear 

" t, t'Tites of one aspect of his work m Hull 

^ P , “ Simpson, along wath his colleague and friend Mr 
,v, ^ Rodger, founded and orgamsed the ear, nose, and 

f ^ service for schoolchildren m Hull After 1947, when 

' 1 


Mr Ritchie Rodger resigned Mr Simpson earned on alone 
untd 1954 when two other consultants were appomted to assist 
him He was responsible for many improv ements in the ser¬ 
vice, and he was always receptive to new ideas But first and 
foremost he loved children, and it was because of this that the 
service at which he had worked so hard was such a successful 
one He will be sadly rmssed ” 

V L tells of a friendship with Mr Simpson datmg 
frtim 1926 when they were fellow climcal assistants 
“ It IS perhaps his personal qualifications as well as his pro¬ 
fessional attainments which have made a permanent impres¬ 
sion upon my memory I have never met anyone who attracted 
friendship and affection as readdy as Bob Sunpson. This is all 
the more remarkable because he was a man who never courted 
favour, but was fearlessly, though not aggressively, honest and 
would stand for truth and justice on all occasions His manv 
friends have admired the courage with which he faced mcreas- 
mg disabihty Durmg these latter difficult years he had the 
care of a self-sacnficmg wife and the consolation of the back¬ 
ground of a very happy familv life as well ” 

Mr Simpson is sumv^ed by his wnfe and by two 
daughters and a son 

JAAIES CROEEY SEYMOUR 
M.B Ixind 

J C Seymour, who died at the age of 39 on Nov 28 
as the result of a motor accident, had been a Bernhard 
Baron Research scholar at the Ferens Insnture, Middlesex 
Hospital, London, for the past ten years 

He was bom m South Africa but came to this country to 
study medicme After quahfvmg from St Bartholomew’s 
Hospital m 1945 he held house-appomtments at the neuro¬ 
surgical umts there and at Hill End, St Albans 

Of SeyTnour’s work at the Ferens Institute T J W 
wntes 

“ Intellectually well endowed, he was also gifted with hands 
which made or dinar y operanng look clumsy and micro- 
dissecnon and mampulanon their 
natural funcuon, while his shrewd 
chmcal sense made clinical diag¬ 
nosis seem easv Only m the bead 
and neck did anatomical arrange¬ 
ments and physiological derange¬ 
ments prove challengmg enough 
to test his powers of thought and 
acnon Intuiavelv he felt that 
such condinons as rmgrame, vaso¬ 
motor rhmius, atrophic rhimns, 
and Memere’s disease must have 
common factors, and it was 
largelv at his insuganon that the 
late E R Gamett Passe began 
svmpathenc surgery for inner-ear disorders At the Ferens 
Institute Sevmour made a speaal study of the inner ear 
He felt that its umque vascular arrangement imght well be 
Nature’s negleaed wanung svstem of unpendmg vascular 
catastrophe and that this could rev olunomse orthodox E \ T 
concepnons He also proved that vascular spasm could ocou 
in the inner-ear vessels of animals He correlated this with his 
neurosurgical experience of human carond and cerebral arterv 
spasm and advocated strongly the need for vasodilators, 
svmpathenc block, or even svmpatheaomv m those cases 
Nearly ten years ago he first mooted the possibflitv of the 
benefiaal effects of svmpatheaomv for atrophic rhmins and of 
parasvmpatheaomv for vasomotor rhimns Aluch that he said 
then IS beginning to find acceptance todav 

“ To those who did not know him his rather disdainful air , 
cutnng tongue, and obvious mtellectuahtv were bamers 
difficult to overcome The real man, however, was a very 
different and altogether dehghtful person who enriched the 
hves of those few luefcv enough to be his friends Full of 
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Stimulating ideas, cxinsideratc, watts, and abosc all supremelj 
sensitise and sjmpatheuc to those around him he was ser> far 
removed from the coldls scientific research worker he made 
out to be Swimming, motor racing, and laiterh fishing were 
his relavations and in each he was a perfectionist To those who 
knew and loved him, the world wall be a much less sumulating 
place without James Seymour ” 

Mr W W GALBRAITH 

W T I, who as a joung surgeon worked under Mr 
Galbraith durmg his last year as senior surgeon at the 
Western Infirmarj, writes 

“Although in his last months of active surgical life. Air 
Galbraith’s interest in cverjthmg appertaming to surgeiy was 
immense As well as being a verj great technical surgeon 
lumself, he lov cd teaching operaung surgical teclimques to lus 
juniors, and the hours spent with him remained memorable 
to the man> joung men he trained Though at the end of a 
long and distinguished urological career, he was remarkably 
openminded and receptive of new ideas with the happv knack 
of discerning what was unsound or not pracucal 

“ We were all sumulated bj his enormous zest for life and 
his interest in every dung medical m the widest sense There 
was notlung narrow or departmental in his approach to surgery, 
and no man could have been more generous in spirit to his 
colleagues Especially did he delight m seeing young men 
advancing in their professional life, and the loss of his enthus¬ 
iastic encouragement will be felt by mam young surgeons both 
here and abroad Nor was this kindly interest limited to the 
surgeons he trained He took a pride in die careers of the girls 
who worked vmder him as nurses, sisters, and secretaries, and 
was always ready to help them in any way he could It is a 
measure of his greatness and warmth of heart that his passing 
has caused such sadness in so many varied walks of life ’’ 


Public Health 


Scottish Health Statistics 
The Department of Health for Scotland have published the 
second ’ of their new senes of annual reports giving details 
about health and health services m Scodand The repon 
includes statistics of population, morbidity and monality, 
sickness among the msured population, maternity services, 
infant and child health, general medical, dental, and ophthalmic 
sen ices, hospital and spcaalist sen ices, and cost of the health 
sen ices 

1 Department of HcaFth for Scoi/and Scottish Health Staiisticj 1959 
H M Stationer) O^cc Pp 196 21j 

Infectious Diseases in England and Wales 
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DEC 11 TO 17 

Monda>, 12th 

PosTGRADLATt Mcdical SaiooL or LosTOs. Ducanc Road VT 12 

4 r M Prof D V Hubble Stcatorrhcca in anldhcvsJ 

Ti5csda\, J3th 

Ro\al Colltce or Smeross or Esclast) Lincoln s Inn 1 jcIJ* W C.Z 

5 r M Dr M S Hracl Chrome Intbmmator) Lesions the S’nJ] 

Intestine (Pmsmus VTihon demonstration ) 

RoALSocim orMFDiciST 1. Wimpolc Street \\ 1 

5^0 PM Lxf^fnmenta! MeJinne uni Therjpfuttcs Dr A Spf'Vt 
Dr D R Laurence Transfer of Drup5 from the Animal 1 a'^ra 
tor> to Mnn 

8 p^M RncAurrj (Joint meeting with the Medico 1 ejr-il St^ic >) 
Dr NorthaKcdeNilJc Mother, Mr Henrj 1 Um Mcdival Lside'' e 
and Its PrescniJiion in Court 
IssTiTin-E OF Dermatology , Lisle Street W C2 
5 30 P M Dr R H Marten Monilnsis 
Birmischa-m Mldical Institute 36, Harbornc Road Birmineham 
8 PM Psychatry Mr J G Hamilton Surgical Prcaiment of IntraT 
able Pam 

Manchester Medical Society 

5pm (Chmcal Sciences Buildmc \ork Plate) Sur^rry Mr Rodaej 
Smith Expanding Scope of Hepatic Surger) 

Leeds Neurological Sciescls Colloquium 
5 15 p M (General Infirmar> at Leeds) Mr Doupbs NorthficIJ 
Tumours Involving the Iloor of the Third Ventricle 

Wednesday, 14th 

Royal Collegf of Sltrceoss or England 
5pm Mr Owen Daniel Complication of Diversion of the brinao 
Stream (Hunterian lecture ) 

Royai Society of Midicint; 

4 30pm Phytxcal \Udicxne Dr B G B Christie, Dr R W GiUiati, 

Dr A L W oolf Eiectrodiagnosis 
Institute of Dermatology 

5 30pm Dr R W Riddell Subcutaneous and Sv-sicmit M> coses 
Institute of Diseases oe the Chest, Brompton, S w 3 

5 P^M Dr J R Ma) Considerations Regarding Immunity to //-rm*- 
phtlus influen: t 
Eugenics Society 

5 30 p M (Burlington House Piccadil]>, \\ 1) Dr A C. Stevcn»en 
Modern Trends in the Population Genetics of Man 
Harytian Socim of Lont>ov, 11 Chmdos Street, XV J 
8 15 PM Dr S C Truclovc Ulcerative Cohns 
MAsattSTER Medical SoaETY 

5 PM (Medical School Universit) of Manchester) Path I xy Df 
L L R White Histopathology of Virus Infections 

Thursdaj, 15th 

Royal Colltce or SuRcrovs or Escund 
5 PM Dr Leslie Turner Structure of Arachnoid Granulations with 
Observations on their P])>8iologicol and Pathological Significance, 
(Arris and Gale lecture ) 

Institute OF OnsTETRics AND Gy NTCOLOGY . ,, , 

1115 am ((Duecn Charlotte s Hospital Goldhawk Road W*6 ) Mr J 
Marshall Scott Problems of the Occipito-postenof rosiiion 
Nuffield Orthopedic Centre, Wingfield Xioms Orthopocdic Hcvpital 
Oxford 

8 30 r M Prof Joseph Trueta Account of Visit lo Orihopxdic Centres 
in the United States of America 

Frida>, 16th 
University or London 

5 PJvi (Univcrsii) College Hovpital Medical School Univcrsii) ottett 
WCl) Dr C U Ka^s I aihogcncsis of P>clonerhnt»» 

Faculty of Radiologists 

1 30 r vt (Joint two-dav meeting with the British Institute of RaJiN'’^ 
and the R S M Section of Radioing) at 1 Wimpolc Surer W J ) 
Prof Sheila Sherl>.V Dr W B Xoung Mr H S Williarr Vt 
Stanlc) Shaldon Sir Ro> Cameron Disrasci of the Idve* 

Royal Soam op MmrrjsT ,, ___ 

5 30 P vt / pji/m'io/TV und/Vftrnrite \itdiane Prof Thorras YtcKeovn 
Dr L. O Carter Congenital P)laric Stenosis 
8rM P rdiatnes Dr B E Schlesingcr Course and Treatneni cf St Ji» 
Disease (Presidential address ) , , l « 

Royal CoLUCE OP Sl*rceo s or J divtiurch Nicolson Street rdjm>ufgn o 
3 jo P M Prof D r Cappell Points in the Diagno is of Certain Turvn-n 
of the Shin 


Saturda>, 17th 

Faclxty of Radiologists . ^ , c 

10AM (Joint mcenng continued at fhc Royal Couegc cl i 

Prof R B Lucas Dr I L Ingram Mr H P C<x k Sir Star- a 
Ode, Prof B W Vrindc)er T unoj s of the Sbndibl'* 
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HOSPITAL COSTS 

This is the third year of the new detailed system of hospital 
costing, and for the first rim e the returns ^ of the 350 selected 
large hospitals are pubhshed m three parts 

Part I contains a cost s ummar y (showing the inpatient cost per 
week and, except for long-stai hospitals, the cost per case), together 
with separate costs for wards and outpatient (including casualtj) 
departments Part II gives detailed costs for seven lav departments 
\ (e g , catermg, boiler house, laundrj ) and part III for four medical 
departments (e g, diagnostic X-ra\, pathological laboratories) 
Expenditure of each separately costed department is expressed m 
terms of costs per umt of work performed The cost imit used 
depends on the function of the department—^thus, catermg costs are 
expressed as costs per person fed per week 

The remaining 2000 N H S hospitals m England and Wales 
use a less detailed system of costmg, and their returns will not 
be pubhshed centrally as m previous years But each regional 
hospital board will compile the figures for its own hospitals 
and exchange them with other boards, so that the details can 
be generally available wi thin the service Nauonal average 
costs for these hospitals are mcluded m part I of the returns 

On average, costs per patient per week rose m 1959-60 by 
rather more than 8% An mcrease of about 6% can be 
accounted for by mcreased wage-rates, the cost of reducing 
hours for nurses and ancillary workers, and pnce-changes 
The cost per case treated mcreased on the whole by much less 
than the weeklv cost, suggestmg that beds are bemg used more 
mtensively 

For acute hospitals the average net mpanent cost pet week was 
£22 5s 3d for 1959-60 (compared with £20 llj for 1958-59) and 
the net mpanent cost per case was £60 17i 8s (£58 Ur lltf) 
Comparable figures for London teachmg hospitals were £36 6s 8d 
(£34 13s 6d) and £82 13s 5d (£80 17s Id) 


THE HOSPITAL MSITOR 


In pubhc admimstraaon, hospital management committees 
are sm genens the members are not elected, they do not strictly 
represent anv orgamsanon, and, though committees spend 
large sums ev ery j ear, no sancnons can be apphed to mdividuals 
for any financial imsfeasance Ideally, perhaps, each committee 
should comprise a cross-section of the population of the area it 
serves, and members mav be expected to make some contri¬ 
bution from their experience elsewhere to the wellbemg of the 
hospital service Like the average patient, the new member 
Mters a new w orld, and must expect a period of bewilderment, 
but it will be shortened for him if he studies two booklets lately 
issued m revised editions 


The first of these " is by Mr Stuart-Qark, now semor tutor 
at the Hospital Admmistranve Staff College established by the 
hang’s Fund and formerly chairman of a large hospital group 
in the Metropohtan area He outhnes the history of hospital 
administration before 1948 and the posinon of the management 
committee vvithm the service In discussmg the v anous com- 
^ttee structures he emphasises that no group can perform its 
Ptoperly without full and efficient medical advice, and 
that the group medical advisory comimttee is the accredited 
^ ^ medical matters ” The fe elin g of finistranon 

ch often affects members is not ov erlooked one experienced 
person is quoted as saving that he always asked himself after a 
meeting what specific acnon would have been taken and what 
® heen av oided if there had been no meetmg, 
^ the answer was often disappomtmg The responsibihtv ol 
members towards complamts is considered many of these may 
prove frivolous, but others must be fully mvesngated so that 
necessary acnon mav be taken without delay 


ISsn ^*’^5 Hospital Costing Returns > car ended March 3] 

2 t guinea each H.M Stauonen Office 

Hospital Group the work of the rnanagcment cotr 
9 StuvrtCuuu: mju, senior tutor Hospin 
HosT>,t-ii^V'^ Staff College fortnerlj chair man Wandsworth Grou 
Committee London Insntute of Hospin 
t'5. Portland Place, Wl) 2nd ed. 1960 Pp 64 3i 9i 


Visitmg the hospitals is an important part of members’ 
duties, to ob tain both first-hand information on the services 
provided and personal knowledge of the staff emploved 
Gmdance on this is given m the second booklet,’ which tvas 
otigmally based on the great experience of Rmg’s Fimd 
hospital visitors The statement that on gomg round the 
hospital It is “ madvisable ” to discuss matters of pohcv with 
members of the staff will be mterpreted as a piece of under¬ 
statement or meiosis gossip and the grapevine are mdigenous 
growths m hospital premises, and jomt staff advisory commit¬ 
tees, both medical and lav, are the nght places for discussions 
of pohcv But very usefiil suggestions are made about the 
questions that will be helpful when examining each major 
department, and some gmdance is giv en on approved modem 
pracnces The new member, and perhaps the oldest too, will 
find that both booklets provide a pleasant epitome of what the 
lav visitor ought to know and ask 

THE CONGO 

After retummg, at the end of last month, from his third 
visit to the Congo, Dr M G Candau, director-general of 
WHO, expressed satisfaction that the health simanon there 
had been mamtamed at a reasonable lev el This was due, he 
said, to the unremimng efforts of Congolese health workers as 
well as to the mtemanonal contribution made bv Gov emment. 
Red Cross, and Red Crescent medical teams But the emergencv 
was not yet ov er The presence of the medical teams gave a 
welcome brea thin g-space while WHO recruited 130 medical 
staff In Dr Candau’s opmion the most important form of 
assistance that WHO was rendermg to the Congo was the 
long-term trauung programme for Congolese doctors, of whom 
there was not one when the countrv became mdependent last 
July 60 Congolese medical assistants were now m training for 
medical degrees m France, at the Umversines of Rermes, 
Nantes, Bordeaux, and Montpelher These medical assistants 
had already undergone four to six j ears’ medical training, and 
many had had several v ears’ practical expenence Accordmgly 
they should be able to qualify fully withm three years, when, 
together with fresh medicffi graduates of the Lovamum 
Uruversity (near Leopoldville), thev would constitute the 
backbone of the future Congolese health services In ad¬ 
dition 7 Congolese undergraduates had been placed at medical 
schools m Europe (4 at Geneva and 3 at Lyon), and would 
qualify m six years WHO was strengthening the medical 
faculty of Lovamum Umversitv, and it had giv en a few fellow - 
ships for speaal smdies, such as medical entomology 

HOSPITAL ALMANAC 

Each year the Institute of Hospital Admimstrators offers 
those who share its mterests a conv ement and comprehensive 
survey * of the hospital world and a good many of the facts 
needed to keep it turmng Inevitably there is a cenam same¬ 
ness about a rehable compilanon of this kmd (this year’s chief 
novelty is the expansion and rearrangement of the Northern 
Ireland section), and most of the yearbook is for reference 
rather than readmg The editor’s mtroductorv review of 
progress and problems is always an mteresnng exception, and 
this year those who settle dowu to it without delay will find 
a sensible discussion of the practical imphcanons of the new 
Alental Health Act for the hospital psy chiatnc services, a sug- 
gesnon that though work study is growmg it is more likely to 
brmg mcreased effiaencv than finanaal savmg, and a firm 
remmder that even the present mtensiv e hospital-bmldmg pro¬ 
gramme is madequate to make good tw entv y ears of arrears Nor 
IS b uildin g gomg on fast enough to satisfy Air Miln e The 
time now taken to brmg a hospital project from concepnon to 
completion is m his view “ ludicrously long ” The remedy m 
his reahsnc view is the acceptance of some measure of standard- 
isauon of design and costmg 

3 Hospital Visiung m-nual for members of hospital management com¬ 

mittees and house comimttees when visitmg hospitals From Ring 

Edvvnrd s Hospital Fund for London 34 Ring Sueet, E.C 2 1960 

Pp 52 2j (post free) 

4 Hospital V ear Book 1961 Editor J F Milne, M C, B Sc (Econ) 

Pp 1104 59 j 6d (postage 2s 3d) From the Insutute 75, Portland 

Place London W 1 
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CANADIAN MEDICAL RESEARCH COUNCIL 
Tire Nntional Rcscardi Osuncil of Canada has set up i 
Medical Research Council with rcsponsibilitv for all ncusmes 
former!} conducted b} the N R C’s division of medical re¬ 
search The new Council, which will have virtuallv complete 
autonomv in its operations and full rcsponsibilitv for police but 
will be under the general administration of the NRC, has 
been created as an intcnm measure pending the Canadian 
Government’s consideration of appropriate Icgislauon The 
eventual establishment of a completcl} independent medical 
research council was implied in a Mimsterial statement in the 
Canadian Parliament last summer 
Dr R r Farquharson, professor emeritus of medicine at Toronto, 
Wall be chairman of the Council, and Dr ] Auer, professor of 
anatom} at Ottawa, will be sccrctar} The other members will be 
Prof Louis B jaques (SasLitchewan), Prof Roger W Reed 
(McGill), Dr Chester B Stewart (Dalhousic), Prof Malcolm Brown 
(Queen’s), Prof Marvin Darrach (British Columbia), Prof Roger 
Rossiter (W estem Ontario), Prof J Doupe (Manitoba), Prof A L 
Chute (Toronto), Dr Rosaire Gingras (Laval), Prof Walter C 
MacKcnzic (Albcna), Prof E C Macintosh (McGill), Prof L P 
Bouthillicr (Montreal), and Prof H E Ta} lor (British Columbia) 

EXPIRED-AIR RESUSCITATION 
The British Red Cross Society have issued a memorandum 
on caqpired-alr resuscitation Drawn up by their medical 
adviser, iMa|or-GcncraI F C Hilton-Sergcant, this is com- 
mcndably bncf and practical After a short introduction, the 
mouth-to-mouth and the mouth-to-nosc methods arc clearly 
described The difficulties and dangers of the methods arc 
fairly set fordi, and the circumstances m wluch they may be 
used arc outlined A few sentences arc devoted to mouth-to- 
airvvav and mouth-to-mask procedures, and reasons whv tlie 
society does not recommend them for ordinary first-aid workers 
arc given The memorandum concludes bv emphasising the 
importance of a clear ainvay for any method of artificial 
respiration, and say mg how this may be achieved 
Methods of c\pircd-air resuscitation do not at present form 
part of the Society's training syllabus, but this memorandum 
IS a valuable contribution which should receive wide publicity 
Copies may be obtained from the Stores and Supph Depan- 
ment, British Red Cross Society, 14, Grosvenor Crescent, 
London, S W 1, at 2d per copy (postage c\tra) 

NEW' PROCEEDINGS 

As Lord Adrian has latch pointed out,' our learned societies, 
through tlicir meetings, publications, and libraries, arc an 
important forum for the interchange of ideas Because they 
realised that the lack of a journal was a severe handicap to a 
scientific socictv the Association of Chemical Biochemists 
from their inception included in their rules power to set up a 
journal Till now, for lack of money, this has taken the modest 
form of a cvciostvicd Nc: sletter, but tlus year they have felt 
able to afford more formal pnnt, and the first issue of their 
Proceedings has appeared Besides reports of regional meetings 
and book reviews, it contams a symposium on congenital 
adrenal hyperplasia The Prociedrn^s wall be published 
quartcrlv (annual subscription £1, single copies 6s ) Contri¬ 
butions and orders should be sent to the hon editor, Mr H 
Varlcy, M sc , PRic, department of chemical patliology, 
Roval Infirmarv, Manchester, 13 


Lnivcrsitv of Birmingham 

Mr R L Edwards has been appointed senior Icaurcr and 
first assistant in the department of obstetrics and gv narcology 

Lnivcrsitv ofMnlcs 

At neent examinations for the dcgrc'^ of M n , R at the 
followang we-c successful 
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Roy al College of Surgeons of England 
The Lister medal for 1960 has been awarded to Prof WilJe* 
Pcnfield, director of the Montreal Neurological Institute la 
rccogniuon of his service to the advancement of medical arj 
biological knowledge Professor Pcnfield will give the Lister 
lecture at the college on April 5 

Royal College of Surgeons in Ireland 

On Dec 2 the fellowship of the college was conferred on 
Peter dice Nam W ong, and licences to practise were conferred 
on the following who have passed the final examinations of die 
Conjoint Board in Ireland 

rdith M B Drohan M T R Colhni Fupene Curran I G Tier* •f* 
n H Giffens C T KeiJj, Kim Lsn Lirrt Vatrick Lowe Z u h 

mun Harold Moms Delia T McCartan Sa\aihre\ NaiJoo I’ D O Hrrn 
Samuel Asare Odd T J O Grad> Olarcuaju Olasimbo D A J O Ncill 
Hompcfsach Sanhiie 

Postgraduate Medical School of London 
An advanced symposium on selected topics in chemical 
pathology will be held from April 18 to 20, at the Postgnduaic 
Medical School, Ducanc Road, \\ 12 Further details will b* 
found m our adv crtisement columns 

Royal Society 

At tlic anniversary meeting of this societv on Nov 30 
Sir Howard Florey was elected president in succession to 
Sir Cyril Hinshelwood Among the other medical fellows 
Sir Lindor Brown was rc-clccted biological sccretarv, and 
Dr R G Macfarlanc was elected a member of the council 

Royal Society of Health 

Sir Arthur Massey is to become chairman of the council of 
the society on Jan 1 

European Colloquium on Endocrinology 
Tlus colloquium, which is to be organised by the Association 
Mtdicale France-Espagne and the Medical School of Barcelona, 
will be held from hlay 20 to 22 at San Jorge on the Costa 
Brava Further particulars may be had from Prof J M 
Cafiadcll, Avenida Gcnerallsimo, 497, Barcelona 15, Spam 

Hcbcrdcn Society 

On Dec 2 the Hcbcrdcn oration was given in London b) 
Dr J J Bunim, of tlie National Institutes of Health at Bctli 
csda, Maryland He spoke on Sjbgrcn’s syndrome and its 
pathogenetic implications 

The society s dinner in the evening at the Foolopical Gardens nai 
the largest it has had In proposing the main toast, I erd N'alhaa 
touched on historical esents affcacd by disease and on the inHucact 
of doctors exerted through their patients Dr F Dudic} Hart, ibt 
president, said that members of the socicts were united bv a coaunen 
interest in rheumatism but sserc dravvai from a great varictv of tf'' 
cialtics, from orthopxdics to biochemistry His speech concluded 
wiih the presentation of the Hcbcrdcn medal to Dr Bunim Dt 
Oswald Savage proposed The Guests (who included Dr F 
of Alt les Bams, and Prof J Goslings, of Leiden), and Dr T ■ 
Fox replied 

British Society for H'cmatologj 
This socictv was imugunted at a meeting on Nov 19 at th’’ 
London School of Hygiene and Tropical Medicine wl^n a 
svnaposium on hukamua was held The second meeting "ad 
talc plact in Oxford on April 8 under the chairmanship o 
Prof L J VTitts Membership is open to scientists and dcro'V 
engaged in the study and praaicc of hatmatolopy Th- 
visional sccretarv is Dr Rosemary Biggs, Blood Coagulat a 
Research Unit Churchill Hospital, Oxford 
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ARTERIAL 

REPLACEMENT AND RECONSTRUCTION 
A Five-year Review 

David J Tibbs 
MC,MS LondjFRCS 

READER IN SURGERY, UNIVERSITY OF DURHAM, HONORARY CONSULTANT 
SURGEON, ROYAL VICTORIA INFIRMARY, NEWCASTLE UPON TYNE 

Methods of artenal replacement and reconstruction 
ha\e passed the stage of enthusiasnc but sometimes dl- 
judged usage and are now bemg cntically appraised 
Sufficient experience has been gamed to predict the likely 
outcome of any procedure over the ensumg year or two, 
and soon imsatisfactory results will be due to bad selection 
of patient or procedure or both 
This paper describes five years’ experience of these 
methods m the professorial surgical umt of the Royal 
Viaoria Infirmary The review covers the total experience 
with artenal replacement and reconstruction durmg that 
time except that repairs of recent artenal m)uries and 
embolectotmes are excluded smce these have been review ed 
elsewhere (Hardy and Tibbs 1960, Tibbs 1960) The 
comparatively small number of patients mvolved has 
facditated complete follow'-up The mam aim has been to 
determme the faaors leadmg to success or failure m the 
different procedures 

In the past five years, planned gradual development of 
arterial surgery has taken place m this urut In the first 
three years homografts were employed almost exclusively, 
m the past two years woven or lotted crimped ‘ Dacron ’ 
(‘Tervlene’) prostheses have been used for all arterial 
replacements, but recently thromboendarterectomy has 
been performed with mcreasmg frequency for artenal 
reconstruction, particularly of ma)or abdommal arteries 
Table i shows the disorders m the 116 paaents m this 
senes 

Materials for Artenal Replacement 
Between 1955 and 1958 the arterial homografts used for 
artenal replacement were prepared by immersion for 48 
, hours m an antibiotic solution (Fisher et al 1956), freeze- 
' dried (Eastcott et al 1954), and stored m evacuated tubes 
(Flewett et al 1955) T^s process was very convement 
and ensured adequate sterihsation 
Table ii summanses the mam comphcations attnbutable 


to the homograft Of 40 homografts no less than 5 gave 
way In each case there was evidence that the graft had 
leaked or ruptured where graft substance was sutured to 
graft substance—^for example, where a suture fine 
repaired a defect m the homograft This weakness is 
understandable smce the freeze-dried graft is dead tissue 
and a suture Ime withm it is not bndged by hvmg tissue 
for many months, it is only ensheathed, and this may 
provide madequate support 

Many homografts closed off and specimens could be 
obtamed occasionally' at a further operation or, m 1 patient 
who died from a different condition, at necropsy In the 
homografts that had closed a thick deposit of fibrmous 
material, mdistmgmshable from atherosclerosis, overlay 


TABLE 1—CONDITIONS FOR WHICH ARTERIAL RECONSTRUCTION OR 
REPLACEMENT WAS UNDERTAKEN IN 116 CASES 


Condition 

No of 
cases 

Abdominal aortic aneurysms 

24 

Occlusion of abdominal aorta andjor iliac arteries 

33 

Occlusion of loz.eT~hmh arteries 

Miscellaneous 

Aneurj sm— 

45 

Subclavian (cervical rib) 

1 

Femoral 

5 

Popliteal 

1 

Traumatic arteriovenous fistula 

1 1 

Internal-carotid arten narrowing 

1 5 

Renal arter> narrowing 

1 

Total 

116 


the ongmal mtimal layer, and this accords with Duguid’s 
theory' of the development of atherosclerosis (Dugmd 
1946, 1948, 1955) In the first two years this was the only 
process observed, but later two homografts removed after 
funcnonmg for four years both showed gross athero¬ 
matous change—i e , thick yellow areas of fatty deposits 
with defomuty and narrowmg of the grafted artery, 
microscopically the graft showed extensive vascularisation 
with haemorrhages under existmg plaques, agam sup¬ 
porting Dugmd’s (1960) behefs 

Our experience, therefore, hke that of other workers, 
showed that the homograft tended to be weak at pomts 
where it was sutured to itself and that it was hable to 
partiapate actively m the progress of atherosclerosis 
(Szilagyi et al 1957) We doubt whether any method of 
preparmg the homograft is immune from these changes 


TABLE II—COMPLICATIONS DUE TO ARTERIAL " GRAFT ” ITSELF 


! j 

1 ^latenal j 

Total no 
of 

grafts 

Time of 
onset of 
complication 

Complication 

Outcome 

1 Koraograft j 

'! ! 

1 

40 

3rd day 

Leakage from suture line in graft (femoral) 

Repaired successfully 


1st week 

Leakage from suture Ime m graft (femoral) 

Graft replaced successfully 

1 

1 

1 


2nd mo 

i Aneur>sm around graft (iliac)—earl> m series 

Replaced further leakage, ileus, death 


8th mo i 

1 

Leakage mto duodenum from sutured defect m graft 
(aortic) 

Repair but embolus dislodged from thoracoabdominal 
aneurysm, mesentcnc infarction death 

j ._ 


1 11th mo 

Leakage from graft (femoropopiiteal) 

Repair, but thrombosis of graft amputation (mdicated 
ongmally but postponed by graft) 

t Orion 

2 

5th mo 

1 Abscess around abdommal prosthesis (aortic) 

Drained, leakage from suture Ime, repaired, leakage 

1 from another suture Ime, death 

1 Dacron 

J 

1 50 

i 

1 2nd mo 

1 

\ Staphvlococcal infection of bifurcated aorto-iliac 
j prosthesis (Lenche s>'ndromc) 

Prosthesis removed, patient reverted to ptc graft state 


1 

1 

t 5th mo 

! 

i 

Rejection of prosthesis from outset recurrent massive 
effusion which ceased immediately prosthesis 
remov ed (femoropophieal) 

Prosthesis removed limb survived 
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These obsen ations, combined s\ith the obtious difSctilocs 
of collecting homografts from cadaters, led to our 
abandoning this form of arterial replacement, and we now 
a\ Old the homograft, since it lacks durabilitj 

Fortunatelj other means of artenal replacement were 
atailable The adtantages of the enmped \%ovcn or 
knitted dacron arterial prosthesis had already been 
demonstrated (Crawford et al 1958, Julian et al 1959), 
and from 1958 these arterial substitutes were routinely 
used by us whenever an artery had to be replaced or 
b> passed (Tw o' Orion ’ bifurcated aortic prostheses w ere 
used in 1956 ) We have found the change beneficial, no 
case of leakage or rupture of the prosthesis or its anas¬ 
tomosis to the panent’s artencs has occurred (table ii) 
Leakage through the material of the prosthesis at the time 
of insertion has not proved a problem because a rouune 
w as earlj established of anastomosing the upper end of the 
prosthesis to the patient’s artery and allowing short bursts 
of arterial blood to flow mto the prosthesis until it was 
entirely leak-proof, alternatively, the effectiveness of pre- 
clottmg was tested by introducing blood from a syringe 
under pressure into the prosthesis Infecuon, although 
uncommon, has been the most alarming complication with 
the orlon and dacron prostheses (see table ti) In 1 patient, 
sterile flmd leaked for two months from a sinus overlying 
the prosthesis before breakdown of an anastomosis neces¬ 
sitated Its removal This may have been due to host rejec¬ 
tion of the plastic material rather than sepsis, the pros¬ 
thesis had been washed m cetrimide—a practice to be 
avoided Sepsis is dangerous to any arterial “ graft ”, and 
our experience is not an argument agamst plastic pros- 
theses, but rather a reason for not inserung any foreign 
material if the patient’s own arteries can be reconstructed 
This is one reason w hy in the abdominal arteries thrombo- 
endartereaomy is preferable to arterial replacement 

Late occlusion was not more frequent in the crimped 
dacron prosthesis than in the homograft, and m those cases 
where a specimen of the dacron prosthesis was obtamed 
after its closure the plastic tube showed thick deposits of 
atherosclerotic matcnal on its inner aspect The gross 
atheromatous changes observed in homografts after four 
y cars have not y et been cncoimtcred, and the immunity of 
the dacron prosthesis to late vascularisauon in its wall 
may protect it from the sev ere late degenerauv c changes 
w hicli occurred m homografts But unul effcctiv e methods 
of controlhng atherosclerosis are dev eloped, no *‘ graft ” 
or reconstruction can escape narrowing by the fibrinous 
deposit characterisuc of the disease The difference 
between the thick opaque pseudo-intimal layer formed 
inside a dacron arterial prosthesis in tlie atherosclerotic 
pauent and the transparent pseudo-muma of a prosthesis 
in the healthy animal is striking 

W c hav L frequently obsen ed that the dacron prosthesis 
adheres only lightlv to its surrounding fibrous sheath and 
to Its pscudo-intima, both shortlv after insvruon and later 
The dacron tube is not inumatvlv incorporated in the 
tissue and acts merely as a conduit lined bv cells laid down 
bv the blood-stream and by ingrowah from each end The 
strength of the new vessel depends cntirtlv on the fabric 
of the prosthesis, and how long this remams unimpaired is 
still unknown, thcorcticallv the casilv detached internal 
laser seems vulnerable but we have not as yet encountered 
a graft ” failure which could be ascribed to its 
deiachment 

Our General conclusion is that the crimped dacron 
(tcrvlcnc) prosthesis (and presumablv ‘Teflon’ as well) 
is ,o be p-efet-ed to the homograft because of its greater 


durabibtv, but anv form of arterial “ graft ” should be 
avoided whenever there is an acceptable and cqual'v 
effective alternative 

Abdominal Aortic Aneurysm 

The term “ abdominal aortic aneurvsm ” m this paper 
refers to a disuna expansion of the infrarenal portion of the 
aorta, readily palpable tlirough the abdominal wall, the 
aneurysms found at operation had diameters at least four 
times as great as that of the normal aorta Promincna or 
tortuosity of die aorta was not considered sulTiacm reason 
for operation 

Fig 1 shows the results obtained by treaung both 
ruptured and unruptured abdominal aortic ancurvsms bv 
replacement with a “graft” Details of postoperative 
deaths are summarised in table in, which shows that 
resection and replacement of an unruprured aneurysm 
with a “ graft ” (dacron for preference) earned a low 
mortality-rate, the figures for long-term survival compare 
favourably with the data of Estes (1950) and Barratt- 
Boy cs (1957) for vmtrcatcd ancury sms As regards leaking 
or ruptured aneurysms, the value of operation is shown bv 
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TASiE m—AXALYSIS OF DEATHS Dx HOSPITAI. FOLLOWING O^ERAnON 
FOR APTERLAL REPLACEAIENT OR EECONSTRL CTION 


Ccnditim for triudi 
eperatsen perfonned 

Xo cf ' 
cases 

f 

No 0 “ 
deaths 

Orament 


1 

! 


LnrtrpR-red 

; 1’ I 

0 1 

Cardiac ar^es* z* start of 
operaticn lo*- rupture of 
inas«r^ acmrysm restarted 
bu* deadi at coadus'oa of 
operation, ’’c^nt ranjcarcLal 
infarct 

5th pos*op da> bmndio- 
pa*umon-a 

Sih postop da^ pnlmonar^ 
embolus 

LecfcnS cr n:pn«d 

1 10 5 

1 ‘ 

s 

! 

1 

1 i 

3 

.! 

: 1 1 
i 


1 ! 

[ 2 1 

2nd postop 'veek renal faHi^ 

cf 

' 15 

' I 1 

1 hr posCDp consnarr throm- 

cs-ra crA events 

(19 ops) 

' 1 

bo^ 

‘-^eplcctrrenz mr/* 


' 1 

24 hr postop cereb-al throm- 

henr-reft cr phsne 


1 { 
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1 1 i 

l(hh po^op da" pulny^aary 



i ' 
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f 

‘ ^ I 
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ileus 
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t 18 

i ° 1 
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i 

I 
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, and of penis operation was 


1 

i 

! \ 

i i 

i 
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b<“cau:e no paten peripheral 
' vasctilar bed could be found 


\ 

( ' 

j d-ed 10 days later 

f^rrzTcpcphtezl e Jjsicr 

. 45 

‘ 0 , 

1 

{cU 

(61 ops.) j 

1 
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the survival of half our cases It was noteworthv that 3 
patients with ruptured aneurysms had no premonitory 
svmptoms We have found the operation for resection of 
abdominal aomc aneurysms so sansfactory that it seems 
justifiable to urge the pauent to undergo it if the aneurysm 
causes pain and to recommend operanon even if symptoms 
are shght or absenL 

As regards the operative techmque, we beheve the most 
important pomts are (1) avoidance of damage to the fliac 
veins and mfenor vena cava, (2) mjecuon of a large 
volume of dflute heparm mto that part of the circulation 
which IS rendered temporarily stagnant durmg operation, 

(3) escludmg the presence of dot m the fliac arteries, 

(4) proceedmg with the operation expeoitiouslv It is 
important that a patient with a ruptured aneurvsm should 
be taken direct &om the ambulance to the theatre, lengthv 
attempts at resuscitation should not be made elsewhere. 

In sev eral of our patients with symptoms of lower-hmb 
ischaemia defimte improvement followed removal of the 
aneurvsm, m some, rtunor emboh had clearlv ongmated 
from the aneurysm. In considermg whether to resect an 
some aneurysm the threat to the lower-hmb circulation 
must be taken mto account In 1 case pophteal embohsm 
was the first mamfestanon of abdommal aneurvsm 
In 1 patient with a leakmg aneurysm gangrene 
developed m a hmb after operanon and amputanon was 
neces'arv In retrospect, we consider that this panent, one 
Oi the earher ones m the senes, might have been spared this 
j at operanon, a large volume of heparm solunon had been 
injected mto tlie stagnant orculanon inspecnon for dot 
d been made at the end, and the operanon had been 
speediK concluded. With greater espenence of embolec- 
1960) we would nowadavs use this procedure 
rather than regard it as undulv hazardous as we did m this 
rase Loss of a hmb after resecnon of an aomc aneurvsm 
IS possible, but with precaunons the nsk seems to be small 


Occlusion of Aorta and Iliac and 
Common Femoral Arteries 
The information provided bv translumbar aortograms 
an m\ aluable guide m operanons for ocdusion of the 
-onunal aorta and ihac and common femoral arteries 


These aortograms, obtamed bv the methods previous^ 
described (Tibbs and Leshe 1958), caused no significant 
morbiditv Translumbar aortography has proved so 
satisfactory that the radiology department of this hospital 
does not mtend to change over to the more fashionable 
method of retrograde artenal cathetensanon. 

In several panents m whom some form of artenal 
replacement or bypass procedure was earned out for the 
Lenche type of svndrome, the mitial success was short- 
hved and the “ graft ” closed off withm a few months (see 
fig 2) Further operations on these occluded “ grafts ” 
showed that the ongmal abdommal aomc disease had been 
more severe than the aortogram mdicated, and, where 
ocdusion had developed, the aorta was grossly diseased in 
the immediately vicmity of the anastomosis Clearlv this 
was mvatmg spread of atherosderotic fibnnous ocdusion 
from the diseased aorta mto the “ graft ”, and, maden- 
taUy, small emboh (or at any rate blood already begmnmg 
to form thrombus) rmghtbe earned to the lower hmb where 
they would cause or acederate artenal occlusion. Anvone 
who has seenmside such aorts cannot help bemg impressed 
by the loose debns and recent thrombus there, some of this 
must become detached and travel distally 

Surgery of a blocked and atheromatous aorta must be 
thorough. The aorta can be removed as far as tne renal 
artenes and replaced by agraft ”, this has aU the draw¬ 
backs of a “ graft ” already referred to, and, m addition, 
collaterals are sacrificed. The alternative procedure of 
thiomboendarterectomy is v ery attractive Our espenence 
(see fig 3) IS not very extensive, but abdommal-aomc 
and common-ihac thromboendarterectomy through a 
longitudmal masion m the artenal wall has proved a 
straightforward procedure with a low mortality and mor¬ 
bidity The results m the short penod of observation hav e 
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FiS 2—Progress of patients occlusion of abdominal aorta and 
iliac arteries treated b^ arterial replacement in 1933-59 (for ke> 
see fip I) 

The tn::te-i2l used fo- artenal replacement is inaica^ed 
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rip 3—Progress of patients occlusion of the abdominal oorta 

and iliac orteries treated fay thromfaoendarterectomy in 1959-60 
(for kej see fig 1) 

Those patients in \shom operation also included thromboend* 
ancrcctom} on the common femoral after} hate cot been separately 
distinguished 


been excellent Thromboendartereaomy was extended 
to a point above the gross atheroma or about 1 in below 
the renal arteries, whichever was the lower Commonly 
the disease process did not stop at this level, and in this 
event the aorta was manually compressed above the 
pancreas and the aortic clamp released, then the upper 
abdonunal aorta was cleared of thrombus or loose debris 
through the opening m the aorta, flushed with heparin 
soluuon and a spurt of the pauent’s own blood, and the 
damp reapphed Care was taken not to introduce any 
material mto the renal arteries This manoruiTC, performed 
in about a dozen pauents, appeared to provide an excellent 
compromise 

If there was aortographic and arteriographic cvadencc 
of significant disease in the lower-hmb arterial sjstcm, 
a bilateral lumbar S3’mpathcctomy was performed in 
addition to thromboendartercctomy This operauon is not 
difficult to combine with the other procedure, and we 
consider it benefiaal 

Thromboendartercctomy of the external iliac artcncs, 
although techmcally more difficult, was nevertheless a 
practical proposition, a rmg stnppcr (Cannon 1958) 
could usually be passed from the common femoral ancrj 
into the common ibac artery' 

One pattern of arterial occlusion we find of parucular 
interest in this condmon the patient has aono-iliac 
occlusion or narrow mg, and bilateral superfiaal femoral • 
blockage, the patency of the common femoral arteries is 
maintained bv collateral flow through the internal and 
external iliac or the infcnor epigasmc and the profunda 
femo'TS artcncs This was observed in 8 cases At 
operauon the aona and ihac artcncs were reopened to 

• TIic dni! on oTthc fcTcral anen in’o co-nnon feiro-al abo\e the 
rn,'u"da fcr'o'is and a supc^cjal fcrro'al diiially j* full} 
im i‘''J h, fu-c'io"il and pi Eo'op =1 con^ld'•^r o-j It >i a 
ji'OTcc'— cp of r'od'm anatOTica! that t*"!! divinc- 

ti'’- ti -o —Jda althoLph in a- a-a'opo-j s rua ion t*-e ic'-'i 
comr'o-' canD tJ and il -c a'c ujed ny"eo%c' 

!'•; tc”n a'Tcru p o^i.-'d- fenso-u im ci s jch a dis^cion 


restore a pulsatile circuhtion via the common fcmo'il 
artery to the profunda femons, and bilateral svmpathtc- 
tomy vv as carried out These pauents lost all their gluteal 
daudicauon and in 7 claudicauon m the calf became slich 
or absent, in some, good peripheral pulses were restored 
although, of course, the superfiaal femoral anen-s 
remamed shut The presence of the extensive colhtcrals 
in the thigh necessary for this seem a feature of thi> 
parucular combmauon of occlusions Whatever tie 
ex-planauon, in aortoihac occlusion with bihteral super 
fiaal femoral block a good result is usualh obtained b, 
restoring the circulation to the profunda femons v essels 
This needs stressing because ovcr-cxtensivc opcntions on 
the arterial tree can only defeat thar own ends 
Although the indicauons for rcopenmg completely 
occluded aorta: or ibac arteries are usually clear, the ms 
dom of performing thromboendartercctomy on patent but 
narrowed aorta: and ibac arteries is less certain Narrowing 
at the aortic bifurcauon can cause disabling claudication, 
although the femoral pulses may appear reasonably strong 
Our group includes 7 such pauents, all of whom did well 
and were reheved of sy'mptoms If the symptoms are 
sufficiently severe, such pauents can be safely and reliably 
rebel ed by thromboendartercctomy just like tJiosc wnifi 
complete aortic or ihac artery' closure 
4 of our pauents with occlusion of the aorta and iliac 
arteries had had this for five years or longer, tlic onset 
havmg occurred at an early age when Buerger’s disease 
had been diagnosed Recent deterioration brought them 
to the outpauent department, and it seems likely that the 
correct diagnosis throughout was occlusion or narrowing 
of the aoruc bifurcauon Operauon transformed all these 
pauents’ hves by removing a serious and longstanding 
disabihty’, and in 2 pauents who had already lost a limb 
imminent danger to the remaining hmb was averted In 
the past, aoruc occlusion in young men has clearly been 
confused with Buerger’s disease, m such cases aorto 
graphv should be performed if there is doubt about th' 
state of the aoruc bifurcauon 

In addiuon, 5 patients were seen with criticalh 
ischimic lower hmbs, and in 3 of these extensive gangrene 
of a hmb was already present Reopening the loria and 
ihac artcncs produced a dramatic change not only m the 
hmb circulauon but also in the pauents’ general health and 
well-being Threatened gangrene of the lower extremities 
m the presence of disease nt the aoruc bifurcation can 
almost certainly be reversed provided there is a vascular 
bed into which the renewed arculation can flow in ou' 
scries this was achieved m every case but 1 Bccau" 
surgery is so cffcaivc in this condition, this should be 
widely known so tliat the condition is diagnosed early ana 
treated surgically before the damage is irrctncv able 
rcmoropopUtcal-nrtcrj Occlusion 
In most patients operated on for occlusion of the 
superficial femoral arterv a homograft or dveron prostb'' t 
bypass was used The “ graft ” ran from the 
femoral artery to cither the upper or the lower part of 
popliteal artery, which was exposed from the mcdnl 
The pauents have been divided into two groups, th”^- 
With claudicauon alone nnd those with rest pain fg- 
grene of the toes as well (fig S) 

Good results were obtained in the group with 
uon alone, and it is rcaso'iable to infer thai n * 
pauents the dacro'i b pass procedure ssil! gi c a 
proportion of successes sshich ssill last for a lo'ig P 
In the group with rest pain o' gangrene, on the o t 
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hand, immediate or early closure svas common In many of 
these patients an arterial bypass procedure vras used m an 
attempt to avert amputation, but the majority came to 
amnutaaon vnthm a few months, often despite repeated 
attempts to re-establish the circulation (fig 4) A likely 
esplananon is that a lower hmb with rest pam m the foot 
or with actual gangrene almost certamlv has two sites of 
arterial occlusion, the upper bemg usually m the femoro- 
popliteal region and the lower mvolvmg one or both nbial 
artenes This has repeatedly been demonstrated arteno- 
graphicaUv In these circumstances a bypass “ graft ” 
inserted mto the pophteal arterj (it is rarely practicable 
to anastomose to an artery at a lower leyel) dehyers the 
blood It carries mto a restricted and diseased artenal bed 
and cannot be expected to succeed for long We haye now 
reluctandvstoppedusmgfemoropophtealbypass “ grafts ” 
when the patient comp lains of rest pam or gangrene, unless 
a properly tuned artenogram shows a reasonably healthy 
pophteal artery r unnin g mto at least one good nbial artery, 
and even then we often consider it wise to try the other 
avaflable measures, mcludmg sympathectomy, before 
resortmg to a bypass procedure 
When threatened gangrene is due to occlusion of the hmb 
vessels, artenal surgery is far less likely to succeed than 
It IS when the cause hes m the abdominal artenes 
FOR CLAUDICATION ONLY 


Indicanons, besides rest pam and gangrene, of likely 
failure of a bypass “ graft ” procedure are (1) the appear¬ 
ance on the artenogram of extensive roughenmg of the 
lower parts of the pophteal or the nbial artenes, (2) the 
absence at operanon of the normal pohshed appearance of 
the mtenor of the pophteal artery, and (3) a sense of resist¬ 
ance when the distal vascular bed is flushed through with 
a syrmge All these signs were assoaated with a high rate 
of immediate or earlv closure of the “ graft ’ Often more 
than one of these adverse features was present m a smgle 
case. Once the pophteal artery has actually been opened 
It is naturally difncult to abandon the procedure, because 
the artenotomy, however carefully closed, maj cause 
thrombosis of the meagre stream of blood withm But if 
a roughened mtenor is found, and if flushmg distallv 
ofiers appreaable resistance, it is probably wisest to turn 
back and perform sympathectomy if this has not already 
been done, or eien an amputation (if mdicated) It is 
clearly desirable to avoid this situanon, and with mcreased 
expenence we now relv considerably on the artenogram 
for recogmsmg the bad proposition m which operation on 
the artenes should not be attempted, this is particularly 
important if there is no mdication for immediate amputa¬ 
tion, because anv mterference with the pophteal arten 
may reduce the circulation suffiaentl} to preapitate 
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to b- ”’2 w gangrene o'’ the toes vas present Indication is given if amnutatioa 

d.cirj-' y^ttually (Note the diffewnt "vales emp’oved for homografts and the more recent 

[leyienc] grafts ” ) 


Thromboendarterec- 
tomv of Common and 

Superficial Femoral 
and of Popliteal 
Artenes 

In 12 patients throm- 
boendarterectomy of the 
common femoral artery 
was undertaken m con¬ 
junction -with a femoro- 
pophteal b\ pass when 
gross mumal thickening 
was apparent, and we 
behet e that a much 
more sansfactorv state 
of affairs -was established 
m the artery adjacent to 
the upper end of the 
“ graft ”, the results m 
these patients support 
this conclusion 

In onlv 1 panent out 
of 6 on whom superfiaal- 
femoral-artery thrombo- 
endarterectomv ■was per¬ 
formed were the vessels 
snll open at the end of 
seven months, m 3 of 
the cases closure oc¬ 
curred ■withm a few 
hours and a dacron by¬ 
pass “ graft ” -was im- 
mediateli substituted 
Thus thromboendar- 
terectomy m the super- 
fiaal femoral artery has 
nor gii en encouragmg 
results among our few 
cases In view of the 
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riR 3—Proirrcss of paticno with occluilon of the nbdominni norin 
and nine nrtcrlei treated by thromboendarterectomy in 1050 GO 
(for key see Sr 1) 

Those piticnts in whom operation also included thromboend- 
nrterectomv on the common femoral artcrj hate not been separately 
distinguished 


been excellent Thromboendartereaomy was extended 
to a point above the gross atheroma or about 1 in below 
tlie renal arteries, whichever was the lower Commonly 
the disease process did not stop at tlus level, and in tins 
c\ent tlie aorta was manually compressed above the 
pancreas and the aortic clamp released, then tlie upper 
abdominal aorta w as cleared of tlirombus or loose debris 
through the opening in the aorta, flushed with heparin 
solution and a spun of ilic patient’s own blood, and the 
clamp reapplied (Hare w'as taken not to introduce any 
material into the renal arteries Tlus manccus re, performed 
in about a dozen patients, appeared to prondc an excellent 
compromise 

If there was aortognphic and artcriographic ctidcnce 
of significant disease in the lower-limb arterial sjstcm, 
a bilateral lumbar sjmpathcctom> was performed in 
addition to thromboendarterectomy This operation is not 
difficult to combine wath the other procedure, and we 
consider it beneficial 

Thromboendarterectomy of the cxTcmal iliac aneries, 
although techmcally more difficult, was nevertheless a 
pracucal proposition, a ring stripper (Cannon 1958) 
could usually be passed from tlie common femoral artery 
into the common iliac artery 

One pattern of arterial occlusion we find of particular 
interest in this condition the patient has aorto-iliac 
occlusion or narrowing, and bilateral superficial femoral • 
blockage, the patency of the common femoral arteries is 
maintained b\ collateral flow through the internal and 
external ihac or the inferior epigastnc and the profunda 
femoris arteries This was observed in 8 cases At 
operation the aorta and iliac arteries were reopened to 

* Tbc Joiiica o'” tl c fc'ao al aTcfy lato coamon above tl c 

y i, a-yj a vupc'f-val fcaio-jl divially i* full 

jjv ■‘‘tJ bv fur—and ratbological mi It n a 

rf oT r-edc-n ana o"' ca! te” noVgv iha t''iv di, ir^- 
t IV r"” r-ad' altbTugb la aa a-alogo-v 5i ui laa tb- tcrrai 
cr''ar"''a ca-o id a"d co'-'-aa iliac a'‘C uved, r*'veovcr 
(H. If—^ a'*c' a p o'^u-da fc—o' , i^ri el a d ' I'—ic-' 


restore a pulsaulc circulation via the common fcmp'il 
artery to the profunda femoris, and bilateral sympath-c 
tomy was carried out These patients lost all their gluteal 
claudicauon and in 7 claudication in the calf became slieh. 
or absent, in some, good peripheral pulses were restored 
nltliough, of course, the superfiaal femoral artcri's 
remamed shut The presence of the extcnsiv l collatcrali 
in the thigh necessary for this seem a feature of ties 
particular combination of occlusions Whatever th*" 
explanation, in aortoiliac occlusion with bilateral super¬ 
ficial femoral block a good result is usualh obtained b 
restoring the circulation to the profunda femoris vessel' 
This needs stressing because over-extensive operations oa 
the arterial tree can only defeat tJieir own ends 
Although the indications for reopemng completely 
occluded aortx or ihac arteries are usually clear, the vvis 
dom of performing iliromboendarterectomy on patent but 
narrowed aorta: and iliac arteries is less certain Narrowing 
at the aortic bifurcation can cause disabling claudication, 
although the femoral pulses may appear rcasonablv strong 
Our group includes 7 such patients, all of whom did well 
and were relieved of symptoms If the symptoms are 
sufficiently severe, such pauents can be safely and reliably 
relieved by thromboendarterectomy just like those with 
complete aoruc or iliac artery closure 
4 of our patients witli occlusion of the aorta and iliac 
arteries had had tlus for five years or longer, the onset 
having occurred at an early age when Buerger’s disease 
had been diagnosed Recent deterioration brought them 
to the outpatient department, and it seems likely that the 
correct diagnosis tliroughout was occlusion or narrowing 
of tlie aortic bifurcation Operation transformed all the'C 
patients’ lives by removing a serious and longstanding 
disability, and in 2 patients who had already lost a limb 
imminent danger to tlie remaining limb was averted In 
tlie past, aortic occlusion in young men has clearly been 
confused with Buerger’s disease, in such cases aorio 
graphy should be performed if there is doubt about the 
state of tlic aortic bifurcation 

In addiuon, 5 patients were seen with criiicallv 
ischxmic lower hmbs, and in 3 of these extensive gangrene 
of a limb was already present Reopening the aorta and 
iliac arteries produced a dramatic change not onlv in the 
limb circulation but also in the patients’ general health and 
well-being Threatened gangrene of the lower cxtremiti'‘5 
in the presence of disease at the aortic bifurcation mo 
almost certainly be reversed provided there is a vascuir 
bed into which the renewed circulation can flow m oi^ 
senes this was achieved in every case but 1 
surgery is so cffcaive in this condition, this should ^ 
vvidclv known so that the condition is diagnosed early a" 
treated surgically before the damage is irretrievable 

rcmoropopHteal-nrtcry Occlusion ^ ^ ^ 
In most patients operated on for occlusion ^ 
superfiaal femoral artery a homograft or dacron 
bvTsass was used The "graft” ran from tie ^ 

femoral nrtco to cither the upper or the lower part 
popliteal artery, vv Inch w as exposed from the medial asp'■ ^ 
The patients have been divided into t vo groups,^ ^ 
with claudication alone and those with re,, pam f 
grcnc of the toes as well (fig i) , j - 

Good results were obtained in the group v iih c 
non alone, and it is reasonable to infer that m ^ 
patients the dacron hvpass procedure ' ■! 
proportion of succcs e which will last fo' a I'’'’'" f ^ . 

In the group with re' pain or gangrene, on tJ - 
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handj unmediate or early closure was common In many of 
these patients an artenal bypass procedure was used m an 
attempt to avert amputation, but the ma)ority came to 
amputauon withm a few months, often despite repeated 
attempts to re-estabhsh the circulation (fig 4) A hkely 
explanation is that a lower hmb with rest pam m the foot 
or with actual gangrene almost certainly has two sites of 
arterial occlusion, the upper bemg usually m the femoro- 
pophteal region and the lower mvolvmg one or both tibial 
artenes This has repeatedly been demonstrated arteno- 
graphicaUy In these circumstances a bypass “ graft ” 
mserted into the pophteal artery (it is rarely practicable 
to anastomose to an artery at a lower level) dehvers the 
blood It carries mto a restricted and diseased artenal bed 
and cannot be expected to succeed for long We have now 
reluctantly stopped usmg femoropophteal bypass “ grafts ” 
when the patient complams of rest pam or gangrene, unless 
a properly timed artenogram shows a reasonably healthy 
pophteal artery running mto at least one good ubial artery, 
and even then we often consider it wise to try the other 
available measures, mcludmg svmpathectomy, before 
resorung to a bypass procedure 
When threatened gangrene is due to occlusion of the hmb 
vessels, artenal surgery is far less hkely to succeed than 
It is when the cause hes m the abdommal artenes 
FOR CLAUDICATION ONLY 


Indications, besides rest pam and gangrene, of hkely 
failure of a bypass “ graft ” procedure are (1) the appear¬ 
ance on the arteriogram of extensive roughenmg of the 
lower parts of the pophteal or the tibial arteries, (2) the 
absence at operation of the normal pohshed appearance of 
the mterior of the pophteal artery, and (3) a sense of resist¬ 
ance when the distal vascular bed is flushed through with 
a syrmge All these signs were assoaated with a high rate 
of immediate or early closure of the “ graft ” Often more 
than one of these adverse features was present m a smgle 
case Once the pophteal artery has actually been opened 
It IS naturally difficult to abandon the procedure, because 
the artenotomy, however carefully closed, may cause 
thrombosis of the meagre stream of blood withm But if 
a roughened mtenor is found, and if flushmg distally 
oSers appreciable resistance, it is probably wisest to turn 
back and perform sympathectomv if this has not aheady 
been done, or even an amputation (if mdicated) It is 
clearly desirable to avoid this situation, and with mcreased 
experience we now rely considerably on the artenogram 
for recogmsing the bad proposition m which operation on 
the artenes should not be attempted, this is particularly 
important if there is no mdication for immediate amputa¬ 
tion, because any mterference with the pophteal artery 
may reduce the arculation suffiaently to precipitate 
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Thromboendarterec- 
tomy of Common and 

Superficial Femoral 
and of Popliteal 
Artenes 

In 12 patients throm- 
boendarterectomy of the 
common femoral artery 
was undertaken m con¬ 
junction with a femoro¬ 
pophteal bypass when 
gross mtimal thickenmg 
was apparent, and we 
beheve that a much 
more satisfactory state 
of affairs was estabhshed 
m the artery adjacent to 
the upper end of the 
“ graft ”, the results m 
these patients support 
this conclusion 

In only 1 patient out 
of 6 on whom superficial- 
femoral-artery thrombo- 
endarterectomv was per¬ 
formed were the vessels 
stiU open at the end of 
seven months, m 3 of 
the cases closure oc¬ 
curred withm a few 
hours and a dacron by¬ 
pass “ graft ” was im¬ 
mediately substituted 
Thus thromboendar- 
terectomy m the super¬ 
ficial femoral artery has 
not giv en encouragmg 
results among our few 
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excellent results obtamablc in the abdominal arteries, it 
seems possible that an important factor in the relanvelj 
poor results may be the use of a blind techmque (i e, a 
ring stripper) on the lower-hmb arteries, combined with 
the difference in the size of the lumen At this stage in our 
experience vve conclude that thromboendarterectomj on 
common femoral artenes or arteries proximal to them has 
proied successful, but below this level the procedure has 
been disappomting, but we have recently seen the good 
results bemg obtamed by Prof C Semb and his colleagues 
m Oslo and remain interested in the method 

Operative Mortality 

Failures to save the hves of patients with ruptured 
aneurysms are not considered in this paper Apart from 
the deaths already discussed to which shortcomings or 
infections of the material used for arterial replacement 
contributed, there were 4 deaths in hospital precipitated 
in some way by the operation (table ill) 3 deaths were due 
to thrombouc conditions—coronary' thrombosis, cerebral 
thrombosis, and pulmonary embohsm The patients 
operated on would undoubtedly be more hable to these 
comphcations, because of this, efforts were made to avoid 
anoxia or hypotension during operauon, and all patients 
were urged to move their legs freely' after operation to 
discourage venous thrombosis These deaths occurred 
early in the series, and possibly the risk of these com¬ 
phcations has been reduced, but the risk remams in any 
procedure on a patient with advanced vascular disease 
1 pauent died of intractable ileus, the cause of which 
remamed obscure despite re-explorauon (permission for 
necropsy was not given) Smee this episode, m abdominal 
procedures we have routmely delivered all the small bowel 
and wrapped it in moist towels, at the end of tlie operation 
It IS carefully returned into an " ideal ” anatomical dispo- 
siuon A gastric suction tube and mtravenous dnp are 
employed postoperativcly unul flatus is passed and bowel 
sounds are satisfactory, continuous suction is always 
applied if the abdomen becomes distended With this 
routine, m about 50 pauents no alarming ileus has been 
observed, although in 2 small-bowel obstrucuon developed 
owmg to adhesions and required further operation 

Treatment of the Causal Disease—Atherosclerosis 

The surgeon dealmg with such cases as those described 
here is merely puttmg right the most obvious expression 
of the generahsed state of atherosclerosis Progressive 
atherosclerosis not only will jeopardise the “graft” but 
also may involve the opposite hmb or disable the pauent 
by coronary thrombosis 

Most of our pauents operated on for occlusive disease 
were given long-term anticoagulant therapy It is 
obnouslv difficult to obtain convmang cndence on the 
value of this thcrapv, as the results show, it docs not 
provide complete protecuon from graft closure or further 
expressions of atherosclerosis, but it may provide some 
measure of protecuon The evidence requires further 
studv and we hope to amlvse our expenence later 

Obese pauents vv ere urged to follow a vv eight-rcduanp 
diet, in pauents with occlusion of the abdominal arteries, 
vv c often insisted on this before underta'ong surgerv, partK 
to faahtatc the operation (i verv real advantage) and partlv 
because vve considered obcsitv highly disadvantageous to 
the atherosclerotic patient The pauents w ere encouraged 
to take regular excase before and after operation because 
phvsical inamviry was thoucht to be anoiher adverse 
faao', smoking, although not forbidden, was discouraged 


A diet of unsaturated fats was not imposed on the patients, 
but they were advised to avoid eating large quantities of 
fat As with anucoagulants, it is impossible to assess the 
v-alue of these measures Without doubt w eight reduction 
was of value to the pauents, and many expressed relief at 
the improvement in their general well-being after losing 
one or two stone in weight The advantages of driving 
a bargain with the patient to do the operation after he had 
lost weight were quite obv'ious 


Summary 

Five years’ expenence of operations for arterial rephee- 
ment and rcconstrucuon on account of aneurism or 
occlusive disease of arteries is reviewed 
Evidence is given that homografts lack durability and 
should usually be at aided Arterial prosthests of crimped 
‘Dacron’ (‘Tcry'lenc’) proved very satisfactory and 
apparently more durable 

Disastrous results may follow infection of anv form of 
artenal prosthesis, and thus rcconstrucuon of the patient’s 
own arteries, whenever this is feasible, is to be preferred 
Replacement of abdomiml aortic aneurysms by a 
homograft and plasuc prosthesis proved satisfactory Of 
pauents with a leaking abdominal aortic aneurysm who 
reach the operating-theatre ahve, about half survive, and 
the surviv'ors may remain well for some years 
Abdommal-aoruc and iliac-artcry occlusion or mrrovv- 
ing responds well to thromboendartcrectomy Good 
results can be obtamed by restoring a pulsatile flow m the 
profunda fcmoris even if the supcrficnl fcmonl arteries 
are closed In younger pauents aortic occlusion mav be 
imsdiagnoscd as Buerger’s disease In tlic presence of 
aoruc or iliac-artcry' occlusion, impending gangrene of the 
lower cxtrcnuucs can be consistently relieved bv reopening 
these V esscls 

In occlusion of the superfiaal femoral or popliteal 
arteries, bypass “ grafting” gives good results over long 
periods in pauents with simple claudicauon When rest 
pain or aaual gangrene is present the benefit tends to be 
short-hv cd and it is often not possible to av ert amputation 
Thromboendartcrectomy is satisfactory in the common 
femoral artery or in the major abdominal arteries, but 
in the superficial femoral and pophtcal arteries thrombo- 
cndartercctomy using a ring stripper is usually less 
successful 
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Addendum 

The trends described above have been rramnir'd o ^ 

the four months since this article was written 
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on account of gangrene of the toes in a diabetic pattent, a 
massive abscess de\ eloped, and, although stiU fiinctiomng, 
the graft had to be removed, Staphylococais aureus was 
grown from the abscess and from a septic lesion on the 
correspondmg foot 

20 further operations of artenal reconstruction or 
replacement have been imdertaken successfully, but 1 
panent has died postoperative^ from infection with a 
Staph ai/reiK prevalent m the ward 2 ruptured abdominal 
aomc aneurysms have been encoimtered 1 was success¬ 
fully operated upon, but m the other case the patient died 
before he reached the operatmg-theatre 

BRONCHODILATORS AND 
CORTICOSTEROIDS IN ASTHMA 
Forced Expiratory Volume as an Aid to 
Diagnosis and Treatment 

K M Hume 
ALD Lond 

ASSISTAKT AtEDlCAL OFnCER 

E Rhys Jones 
M B, B Sc. \fales, M R C P 

nUST ASSISTANT MEDICAL OFFICER 
KING EDWARD VH SANATORIUM, AUDHURST, SUSSEX 

Spirometric mvesagaaon is now used m many chest 
umts to determine whether wheezmg and dyspnoea are 
due to the remediable condition, ref^sible bronchospasm, 
or to permanent bronchial narrowing, w^c^will not 
resp ond to bro nchodilator therapy, assoaated with diseases 
such asTniphysema'orSHroSis of the lung The usual test 
is the forced vi^ mpaatj, which is a smgle forced 
expiration recorded TOth a spirometer (Bemstem et al 
1952), and the mitial part of the expiration, commonlj the 
volume expired m the first second (the forced expiratory 
volume m one second, F E v i 0)3 is a more rehable index 
than the value for the tofal'expiration When bronchial 
narrowing is present the value obtamed decreases, and if, 
after adnunistenng a bronchodilator, this mcreases, it can 
be deduced that the bronchodflatoris effective 
By repeatmg these tests daily we obtamed different 
response patterns m asthma and m the other diseases 
which may cause wheezmg, and even m the vanous forms 
of asthma itself Here w e report the method of mvesugat- 
ing wheezmg and also how, by daily tests, the best way to 
use bronchodilator and corticosteroid therapy can be 
determmed The results of two trials (Hume and Gandevia 
1957, Hume and Rhjs Jones 1960) will serve to illustrate 
how this method can be apphed m the c lini cal management 
of patients In both trials the f e v 1 0 was measured daily 
m patients from the time they were admitted to hospiti 
m stams asthmancus until they had completely recovered 

Recording of F E V , „ 

Before and after Inhaled 1 % Isoprenaline 

Complete readmgs for one patient are shown m fig 1, 
the daili mitial F e v 1 „ is plotted against the f E v 1 „ after 
administermg 1 % isoprenalme as aerosol 

When mtrmsic asthma was verj severe, as mdicated by 
low initial FEV values, httle improvement followed 
inhalation of isoprenalme As the asthma responded to 
treatment over the ensumg davs and the pre-mhalanon 
f E V , D rose, so the improv ement resultmg from the 
inhalation of isoprenalme mcreased imtil the maximum 
response for that patient was obtamed when all bronchial 
oonstncnon was reversed Thereafter the pre-mhalanon 
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Fig I—^Forced expiratory volume m first second before and after 
aerosol isoprenalme 

F E V 1 0 approached the now' constant post-inhalanon 
value The curve for fig 2 (panent A) shows the same 
results plotted m a more useful way with the figure for the 
pre-mhalanon or minal f E V , 0 subtracted from the post- 
inhalanon v alue so that the ordmate measures the improv e- 
ment resultmg from the inhalanon of isoprenalme 

B^ore and after Aerosol Isoprenalme, Intravenous Annno~ 
phyUine, and Aerosol Atropine singly and in Combination 
In the second tnal (Hume and Rhjs Jones 1960) 
response curves similar to those for isoprenalme were 
obtamed for other bronchodilators, irrespecnve of their 
route of admmistranon The mcomplete response to 
bronchodilator therapy m status asthmancus was con¬ 
sidered to be due to local change m the fibres of the con¬ 
tracted bronchial muscle and not to tolerance to any one 
type of bronchodilator Comcosteroid therapy is bene¬ 
ficial pnnapall> because it resolves this factor which is 
operatmg m addinon to simple muscle spasm 

The maximum response to a bronchodilator, though 
limited when asthma was severe, was reached with a low 
dosage, but if a second bronchodilator with a different 
pharmacological acnon was then administered, the f e v' i 0 
improv'ed further The order m which the drugs were 
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Fig 2—Data of fig 1 plotted with impro\ ement in the forced 
expirator> \oIume in first second as ordinate 
Patient \ is the one uith intrinsic asthma in Fig I Patient B 
shows the nature of the response when intrinsic asthma coexists t\ith 
emphys ema 
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excellent results obtainable in the abdominal ancncs, u 
seems possible that an important faaor in the relam cly 
poor results ma> be the use of a blind tcchmque (i e, a 
ring stripper) on the lowcr-hmb artericSj combined uith 
the difference m the size of the lumen At this stage in our 
cxpenence we conclude that thromboendarterectomj on 
common femoral ancncs or arteries provimal to them has 
pro\ ed successful, but below this level the procedure has 
been disappoinung, but we have recently seen the good 
results being obtained by Prof C Semb and his colleagues 
m Oslo and remam interested in the method 

Operative Alortallty 

Failures to save the hves of patients with ruptured 
aneurysms arc not considered in this paper Apart from 
the deaths already discussed to which shortcomings or 
infccuons of the material used for arterial replacement 
contributed, there were 4 deaths in hospital precipitated 
m some way by the operation (table ill) 3 deadis were due 
to thrombotic condiuons—coronary thrombosis, cerebral 
thrombosis, and pulmonary embolism The patients 
operated on would undoubtedly be more hable to these 
complications, because of this, efforts were made to avoid 
anoxia or hyTiotension during operation, and all patients 
were urged to move their legs freely after operation to 
discourage venous thrombosis These deaths occurred 
early m the senes, and possibly the risk of these com- 
pbcations has been reduced, but the risk remains in any 
procedure on a patient with advanced vascular disease 
1 paaent died of intractable ileus, the cause of which 
remained obscure despite re-e.\pIoration (permission for 
necropsy was not given) Since this episode, in abdominal 
procedures we have routinely dehvered all the small bowel 
and wrapped it in moist towels, at the end of the operation 
it IS carefully returned into an “ ideal ” anatomical dispo¬ 
sition A gastric suction tube and intravenous drip are 
employed postoperatnely until flatus is passed and bowel 
sounds arc satisfactory’, conunuous suction is always 
apphed if the abdomen becomes distended With this 
routine, in about 50 patients no alarming ileus has been 
observ’ed, although in 2 small-bowel obstruction developed 
owing to adhesions and required further operation 

Treatment of the Causal Disease—Atherosclerosis 

The surgeon dealing with such cases as those described 
here is merely putting nght the most obvious expression 
of the generalised state of atherosclerosis Progressive 
atherosclerosis not onlv vvill jeopardise the “graft” but 
also may involve the opposite limb or disable the pauent 
bv coronary thrombosis 

Alost of our patients operated on for occlusive disease 
were given long-term anticoagulant therapv It is 
obvaously difficult to obtain convinang evidence on the 
value of this therapy, as the results show, it docs not 
provide complete protcaion from graft closure or further 
expressions of atherosclerosis, but it may provide some 
measure of protection The evidence requires further 
studv and we hope to analyse our experience later 

Obese patients were urged to follow a weight-reduang 
diet, in patients with occlusion of the abdominal ancncs, 
vv c often insisted on this before underta'ang surgerv, partlv 
to faalitatc the operation (a verv real advantage) and partlv 
because wc considered obesitv highlv disadvantageous to 
the atherosclerotic patient The piticnis were encouraged 
to like regular cxerase befo-e and after operation because 
phvsical inactintv was thoueht to be another adverse 
faao', smoking, although not fo-bidden, was discouraged 


A diet of unsaturated fats was not imposed on the patients, 
but they were advised to avoid eating large quintitics of 
fat As with anticoagulants, it is impossible to assess the 
value of these measures Without doubt weight reductioi 
was of value to the patients, and many expressed relief at 
the improvement in their gcncnl well-being after losing 
one or two stone in weight The advantages of driving 
a bargain with the patient to do the operation after he had 
lost weight were quite obvious 


Summary 

Five years’ cxpenence of opcntions for arterial replace¬ 
ment and reconstruction on account of aneurysm or 
occlusive disease of arteries is reviewed 
Evidence is given that homografts lack dunbility and 
should usually’ be avoided Arterial prosthcscs of enmpeJ 
‘Dacron’ (* Tcry’lcnc’) proved very satisfactorv and 
apparently more durable 

Disastrous results may follow infection of anv form of 
arterial prosthesis, and thus reconstruction of the patient s 
ow’n arteries, vvhenev cr this is feasible, is to be preferred 
Replacement of abdominal aortic aneurysms bv a 
homograft and plastic prosthesis proved satisfactory Of 
patients with a leaking abdominal aortic aneurysm who 
reach the operating-theatre alive, about half survive, and 
the survivors may remain well for some years 
Abdominal-aortic and iliac-artcry occlusion or narrow¬ 
ing responds well to ihromboendartcrcctomy Good 
results can be obtained by restoring a pulsatile flow in the 
profunda femons even if the superficial femoral atttnes 
arc closed In younger patients aortic occlusion mav be 
misdiagnosed as Buerger’s disease In the presence of 
aortic or ihac-artery’ occlusion, impending gangrene of the 
lower extremities can be consistently relieved by reopening 
these V cssels 

In occlusion of the supcrfiaal femoral or popliteal 
ancncs, bypass “ grafting ” gives good results over long 
periods m patients with simple claudication When rest 
pain or actual gangrene is present the benefit tends to be 
short-hv cd and it is often not possible to av ert amputation 
Thrombocndartcrcctomv is satisfactory m the common 
femoral artery or in the major abdominal arteries, but 
in the superficial femoral and popliteal arteries thrombo- 
cndartcrcaomv using a ring stripper is usually less 
successful 
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Addtndum 

The trends dcstrribcd above have been mainiaineJ o - 

the four months since this aniclc was written 

The patients being folio vcJ up have remameJ well 't ' 
2 cxccptio’is A fcmo'op^iplitcal datroa bypi^'v 
inserted on account of simple clauJicatioa ha o > 
after funaioning for one ve-r vround am h't 
popliteal datTonbypas' graft, in tneJt vovrarvp'e - 
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on account of gangrene of the toes in a diabetic patient, a 
massive abscess dev'eloped, and, although stiU funcaonmg, 
the graft had to be removed, Staphylococats aureus was 
grown from the abscess and from a septic lesion on the 
correspondmg foot 

20 further operations of artenal reconstruction or 
replacement have been undertaken successfuUj', but 1 
patient has died postoperative^ from mfecDon with a 
Staph auretts prevalent m the ward 2 ruptured abdommal 
aoruc aneurysms hav e been encoimtered 1 w as success¬ 
fully operated upon, but m the other case the patient died 
before he reached the operatmg-theatre 

BRONCHODILATORS AND 
CORTICOSTEROIDS IN ASTHMA 
Forced Expiratory Volume as an Aid to 
Diagnosis and Treatment 

K M Hume 
MD Lond 

ASSISTANT AIEDICAL OPHCER 

E Rhys Jones 
M B, B Sc. Wales, M R C P 

HRST ASSISTANT MEDICAL OFFICER 
KING EDWARD VH SANATORIUM, MIDHURST, SUSSES 

SpiROMETRic mvesugation is now used m many chest 
umts to determine whether wheezmg and dyspnoea are 
due to the remediable condinon, rev'Srsible bronchospasm, 
or to permanent bronchial narrowing, which^will not 
respond to_^ronchodilator tberapj, assoaafid with diseases 
such as emphysema or tihroSis of the lung The usual test 
IS the forced vital rapaaty, which is a smgle forced 
espiranon recorded vvith a spirometer (Bemstem et al 
1952), and the imdal part of the expiration, commonly the 
volume expired m the first second (the forced expiratory 
volume m one second, F e V i „), is a more rehable mdex 
than the value for the'tomit~expiration When bronchial 
uarrowmg is present the value obtained decreases, and if, 
after admimstenng a bronchodilator, this mcreases, it can 
be deduced that the bronchodilator is effecuv e 
By repeating these tests daily we obtamed diflFerent 
response patterns m asthma and in the other diseases 
which may cause wheezmg, and even m the v anous forms 
of asthma itself Here w e report the method of mvxsugat- 
ing wheezmg and also how, by daily' tests, the best way to 
use bronchodilator and corticosteroid therapy can be 
determmed The results of two trials (Hume and Gandevia 
1957, Hume and Rhys Jones 1960) v^ serve to illustrate 
how this method can be apphed m the clmical management 
of pauents In both tnals the f E v i o was measured daily 
in patients from the time they were admitted to hospital 
in status asthmaucus until thev had completely recov ered 

Recordmg of F E V , „ 

Before and after Inhaled 1% Isoprenaline 

Complete readmgs for one patient are shown m fig 1, 
the dailv minal F e V' , „ is plotted agamst the F e v , „ after 
administermg 1 % isoprenahne as aerosol 
VTien mtrmsic asthma was very severe, as mdicated by 
low miual F E V 1 0 values, httle improvement followed 
inhalation of isoprenahne As the asthma responded to 
treatment over the ensumg davs and the pre-mhalation 
f E' j 0 rose, so the improv ement resultmg from the 
inhalation of isoprenahne mcreased irnul the maximum 
response for that pauent was obtamed when all bronchial 
constncnon was reversed Thereafter the pre-mhalanon 
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Fig 1—^Forced expiratorj \olume in first second before and after 
aerosol isoprenaline 

F E V I 0 approached the now constant post-mhalanon 
value The curve for fig 2 (patient A) shows the same 
results plotted m a more useful way with the figure for the 
pre-inhalaoon or miual F E v j o subtracted from the post- 
mhalauon v alue so that the ordmate measures the improv e- 
ment resultmg from the mhalauon of isoprenahne 

Before and after Aerosol Isoprenahne, Introi^enous Amino- 
phylline, and Aerosol Atropine singly and in Combination 
In the second tnal (Hume and Rhys Jones 1960) 
response curves similar to those for isoprenahne were 
obtamed for other bronchodilators, irrespecuve of their 
route of admmistrauon The mcomplete response to 
bronchodilator therapy m status asthmaucus was con¬ 
sidered to be due to local change m the fibres of the con¬ 
tracted bronchial muscle and not to tolerance to anv one 
type of bronchodilator Corucosteroid therapy is bene¬ 
ficial pnnapaUy' because it resolves this factor which is 
operatmg m addiuon to simple muscle spasm 

The maximum response to a bronchodilator, though 
limited when asthma was severe, was reached with a low 
dosage, but if a second bronchodilator with a different 
pharmacological acuon was then admmistered, the f E v' j o 
improved further The order m which the drugs were 



Fig 2—Data of fig 1 plotted with impro\*eraent in the forced 
expirator> \olume in first second as ordinate 
Patient \ IS the one v.Tih intrinsic asthma in Fic 1 Patient B 
shotvs the nature of the resjxinse Mhcn mtnnsic asthma coexists unth 
emphj^ema 
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gncn affcaed the response 3 thus intrascnous nmino- 
pMIhne after l^o isoprenahne as aerosol was gcncrallj 
more cfrecu\e than when the drugs were adnumstered in 
tiic re\ ersc order 

Diagnosis 

Recurrent anacks of wheezing in adults may be due to 
intnnsic or extrinsic asthma Chmeal differentiation is 
often possible, intrmsic asthma charaaerisucallv appears 
for the first Ume in adult hfe in the absence of demonstrable 
allergens in the emironment outside tlie bod>, and the 
attacks become progressii elj longer and more frequent 
unal, within a few jears, the patient is rarclj free from 
chronic wheezing upon which acute attacks of status 
asthmaticus, responding poorly to bronchodilators, are 
superimposed Extrinsic asthma, on the other hand, fre- 
quenth appears in childhood and is tnggered off by 
CNtemal allergens, and the attacks, although acute, arc 
often short, commonlj responding dramaucally to 
bronchodilator therapv But tlie nature of the asthma may 
\ arj and the extrinsic form ma\ change into the intrinsic 
when the patient reaches adult hfe Chmeal diagnosis is 
further complicated because the forms arc not entirely 
age-specific and, particularlj in intnnsic asthma, also 
because of coexisting emphiscma The presence of 



rifr 3—Response to nerosol IsoprenoUnc of a patient ^^ilh extrinsic 
osthmn 

In contrast to the patients uith intrinsic asthma shown m fig 2 
there 15 a linear response 


cmphi sema can often onl> be confirmed after the asthma 
has completch resohed, which necessitates postponing 
prognosis 

B\ plotung the response to inhakd l^o isoprenahne 
It IS possible to differentiate between the \arious conditions 
before rccoieix has taken place Four ti-pcs are 
rccogmsablc 

I —This corresponds to the clinical group of intnnsic 
ostliria without associated cmplnscma and has alrcad> been 
illustrated (patient A, fig 2) 

2—This IS found in patients wath uncomplicated 
extrinsic astluna in whom the bronchodilator effect is maximal 
even when the rit , , is low Tlic results in this rvpc of 
asthma arc showm in fic 3 It was no possible to test the 
pauent o c' a wide initial-F I \ range because complete 
recostrs followed the admimstiauoa of isoprenahne Tlie 
t! ree left-h^rd tests wh'rc the oncmal F E i ,, was low were 
pe-f^-med during three separate attacis of asthma In each 
case t’ r test ne\ das s} owed that the effea of the i oprcnalmc 
lad been man a red and 1 ardls ans bmneho pasm was p-csent 
ITie p"" icn a w‘o~'an aged 23 ha 1 had short lived acai'c 
•' tacis o'” as h"-a «ncc child^cxad \1 lough cxtc-nal 
al c ge"s could ro be id'ntificd, h-' a ae, s ssese rcadJs 
tnegc ed o b c^Ms --d a lonal upsc s, a"d tl e ra ure 
t' e a uLs w’ 'espc"d-d np d’s a-'d co"ip'c e’s to 
bTin^* odi'j'O's CO" ■‘""cd to the pa e-" o^ cx”~" ic 
as ’ ~i 
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riK 4—An intermediate response In o patient In the transitional 
phase between extrinsic and Intrinsic nsthmo 


Type 3 —Onlj two patients fell into tlus category, but the 
clinical history suggested that it mav be a separate entity of 
particular interest, representing tlic changc-ovcr from extrinsic 
to intrinsic asthma Tlic results for one of the patients arc 
shown m fig 4 There was an incomplete response, intermedi¬ 
ate between tliosc m tyT>cs 1 and 2, to the bronchodilator when 
the original r t v , „ was low When the original r E \ j, 
exceeded about 1600 ml the response was the same as in patient 
A (fig 2), as might have been expected when the full broncho- 
dihto espouse was reached 

Both patients were voung men, aged 20 and 28, who had 
had typical attacks of extrinsic astluna since cliildhood, 
which had recently changed in character, the attacks becom¬ 
ing more long drawm-out and resistant to bronchodilator 
therapy 

Type 4 —Coexistent emphysema is disclosed by one of two 
tapes of response, according to whctlicr asthma with emphv- 
sema, or cmphvscma with reversible bronchial consiruction, 
predominates Patient B (fig 2) exemplifies the first of these 
two groups of cases 

Tlus patient, a woman aged 45, had had attacks of asthma 
for 40 years, which had over the past 10 years, during which 
she had attended this hospital, been intrinsic m nature She 
had clmical and radiological evidence of advanced 
emphysema 

The results have been included in fig 2 for comparison vvilh 
tliosc in patient A with uncomplicated intrinsic asthma The 
peak of the response curve is considerablv lower in paticni B, 
and cxtrapolauon of the right-hand limb to the abscissa gives a 

maximum 
r I V , , for the 
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is 2 tOsl ml 
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as IS shown m fig 5, so that no curve can be fitted to them 
Why the response to bronchodilators is so variable and 
unpredictable is not clear, but we feel it may be due to other 
mechamcal factors resultmg from the emphysema 
In these cases patients with asthma can be distuiguished from 
those with asthma and emphysema by expressmg the f E v , o 
as a percentage of the vital capacity (Thomson and Hugh- 
Jones 1958) 

Treatment 

Intnnsic asthma with status asthmaticus is usually 
treated at first with bronchodilator drugs and antibiotics, 
corticosteroids bemg withheld while the effect of this 
treatment is observed (Medical Research Counal 1956) 
When the attack has been preapitated by a faaor, such as 
a fresh infection, which can be overcome by appropriate 
antibiotics, this treatment may tide the patient over the 
relapse Frequently, however, chmcal improvement is 
slow and the result disappomtmg and then corticosteroid 
therapy must be considered 

Corticosteroids are valuable m the treatment of mtrmsic 
asthma, both m acute status asthmaticus and also for 
maintenance therapy m cases which will otherwise relapse 
when treatment is withdrawn Indications for cortico¬ 
steroid therapy should be clearly defined because even the 
latest corticosteroids have senous side-effeas hrmtmg 
their use Chmcal assessment of a case presents many 
difficulties The natural course of the disease is very 
vanable, both in different cases and m the different phases 
m any one patient Factors such as infection, reversible 
bronchial consmcdon, and irreversible changes m the 
bronchi and limg parenchyma all contribute to the chmcal 
manifestations Each has to be considered m relation to 
the duration, frequency, and seventy of the asthmatic 
attacks, and no smgle factor provides a satisfaaory chmcal 
yardstick to detenmne the need for steroids 
The most obvious requirement is a diagnostic method to 
distmguish cases which will respond to bronchodilators 
from those which require corticosteroids Coexistmg 
emphysema must also be deteaed, this adversely affects 
the prognosis and makes it even more important to control 
any bronchial obstruction m order to avoid progressive 
emphysematous change Accurate diagnosis can be 
achieved with the daily F E v ^ „ tests, over the past four 
years we have used tins method, together with chmcal 
cntena, to deade on the treatment of severe asthma 
When a patient is admitted, a chmcal assessment is 
made If the attack is very severe and the asthma must be 
reheved at once, corticosteroid therapy with cortico- 
trophm drip is started immediately If the patient’s life is 
clearly not m immediate danger, energetic bronchodilator 
therapy with 1% isoprenahne as aerosol and mtravenous 
ammophylhne is begun The F E v i ^ before and after 
i^aled isoprenahne is first measured as soon as practic¬ 
able, With regard to the fact that when wheezmg is very 
severe the patient must rest and the expiratory effort 
necessary to perform the f e v i „ may be exhaustmg and 
may e\en temporarily mcrease the wheezmg (Hume 1959) 
The optimum bronchodilator effect results from admims- 
tenng relatitely' small doses of the drugs—^m the case of 
isoprenahne the mhalation of a 1% solution for thirty 
seconds, and in the case of ammophylhne an mtravenous 
injection of 0 25 g (Hume and Rhys Jones 1960) In these 
o'\ doses these drugs can exert their maximum thera¬ 
peutic effect without causing side-effects Furthermore, 
the trial demonstrated tliat, when the imtial f e v, o is 
ow, although the maximum effert of any one broncho- 


dilator may be chmcally imdetectable, tests will show that 
improvement has occurred A greater improvement was 
observed when two or more bronchodilator drugs of 
different pharmacological groups were employed The 
order m which the drugs were given was important 
sympathomimetic drugs such as isoprenahne should be 
given before the parasympathetic-blockmg atropme, or 
ammophylhne 

The F E V 1 0 tests are repeated daily durmg broncho¬ 
dilator therapy, some patients make steady progress and 
ultimately recover But if after a week there is no improve¬ 
ment m the daily minal F e v i o value, and the patient 
remams m status asthmaticus, corticosteroid therapy is 
commenced, with 30 mg of predmsone daily rapid 
improvement, as shown by the daily F e v i,, figure, is 
almost mvanable The bronchodilator drugs become 
more effective, and the patient’s response resembles that 
of patients A and B (fig 2) When the patient’s response 
has passed the peak of the curve and hes on the descendmg 
limb, and bronchodilator effect is maximal, the corti¬ 
costeroid IS gradually reduced but bronchodilator therapy 
IS mamtamed Daily f E v i o tests will show any decrease 
m the value as the corticosteroid is withdrawn Com¬ 
plete withdrawal is possiblein some patients, their response 
remams to the right of the peak of the curve—^i e, they 
remam fully responsive to bronchodilators But m the 
majonty of patients the daily F e v i o decreases m value 
and the response once agam approaches the peak of the 
curve and reverses down the left-hand hmb These 
patients require bronchodilator therapy combmed w’lth 
corticosteroids for mamtenance 

Observations on patients after relapse, while either they 
were receivmg a reduced dose of corticosteroid or after the 
drug had been completely withdrawn, showed that adjust- 
mg the treatment caused the test results to follow the 
response curve origmally plotted 

We have tested patients withm a few hours of relapse, 
when the response hes to the left of the peak of the curve 
The effect m these cases has been greater than expected, 
the isoprenahne was still apparently exertmg a maximum 
effect, and the patient with mtnnsic asthma was respond- 
mg like one with extnnsic asthma But this maximal 
response lasted only 48 hours, and if corticosteroid dosage 
was not adjusted the improvement after inhaled iso¬ 
prenahne reverted to the level of the left-hand hmb of the 
ongmal curve 

This observation suggested that there was a “ latent 
period ” of about 48 hours before changes in the bronchial 
muscle resulted m a recurrence of the “ drug-fast state ” 

It also underhned the importance of observmg patients 
closely, and performmg daily tests, while corticosteroid 
dosage was bemg reduced 

Panents were not deeply aware of respiratory disabdity 
when the value of the F E v , o 'vas at the level assoaated 
with maximum isoprenahne response (the peak of the 
curve) (Hume and Gandevia 1957) We agree that a 
satisfactory way to detenmne the minimum corticosteroid 
dosage for mamtenance is to maintain the value of the 
F E V 1 0 on the nght-hand hmb of the curve near the peak 
rather than attempt to achieve an asthma-free state At 
this F E V j 0 lev el the patients remamed fuUy responsiv e to 
bronchodilators on the mimmum mamtenance dosage of 
corticosteroids 

From the response curve for a patient with mtrinsic 
asthma requinngmamtenance corticosteroids and broncho- 
dilators, we can rapidlj detenmne which group of drugs to 
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increase m dosage when relapse threatens If the r e v , 
decreased and the \alue la\ on the left-hand bmb (and full 
bronchodilator response was not obtained), we found that 
the patient was hable to detelop status astlimaticus unless 
the corticosteroid dosage was increased But if the figure 
for r E V , 0 laj at the peak or to the right of it, then increas¬ 
ing the dosage of bronchodilators was usually enough to 
pre\ ent se\ ere asthma 

Of the two patients whose response resembled the pat¬ 
tern showai in fig 3, one required corticosteroids both in 
attacks of status astlimaucus and for maintenance, while 
the other responded to antibioucs and bronchodilators 
alone The patient requiring corticosteroids was picked 
out by tesung as abo\e 

The treatment of patients wath emphisema and re\er- 
sible bronchospasm (fig 4) is not the same as of those we 
have discussed in w’hom, although some emphysema may 
coexist, asthma is the major disabihr>’ 

As a rule, the primarily emphj sematous patients respond 
to bronchodilator therapy, but cten when bronehospasm 
IS reliesed they may sull base incapacitaung dyspnoea due 
to irresersible changes in the lung parenchyma and 
bronchi But some do not respond satisfactorily to 
bronchodilators, apparently as a result of producing 
excess of mucoid or mucopurulent sputum Appreciable 
improsement in these pauents can be obtained with 
corucosteroids, since these reduce the amount of sputum 
Withdrawal of corticosteroids wall hate to be carried out 
over longer periods in these patients, in whom, possibly 
because of their high average age, the adrenals appear 
unable to function again, this must be borne in mind 
before starting corticosteroid therapy 

Summary 

Daily measurement of the forced expiratory' volume is 
of value in the diagnosis and treatment of pauents with a 
chronic w heeze due to asthma, emphy sema, or both 

The forced expiratory volume in the first second 
(r E V , o) IS more reliable for this purpose than the com¬ 
plete forced v ital capacity 

Fiv c different patterns of response of diagnostic signific¬ 
ance arc obtained when 1% isoprcnalinc is inhaled as an 
aerosol 

I E V , 0 measurements can be used in treatment to 
determine whether corticosteroids arc needed to supple¬ 
ment the bronchodilator drugs 

VCc wish to thank Sir GsofTri-v Todd for adsicc in the preparation 
of the paper, Boots Ltd for supplies of intravenous ammophvllinc, 
and Messrs Allen 5. Hanburjs Ltd for statistical advice 
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‘ Tliuru IS a vtrv anaent belief iliat health is a simple 
statu, to be attained by observine a lew simple positive and 
ncpativunties But it follows from the complcxitv of the 
I odv that health cinnot be a simple state Becau'c there arc 
literallv tl ousands ol vvavs of beins ill to be well one bas to be 
vvull in thojsands of wavs at once Though a healdiv person 
will liav u neither diphtheria nor diabetes, 1 e will no escape tbem 
because he is healthv, but he will be hcaltnv because I e I as ro 
go them —Sir Rlmixl Br-M Osier memonal o-ation to 
Canad an Medical XsceX’iaiion, fOoO /V-r j Octo'^r, 1160, 
p 165 


RUPTURE or THE inter\t:ntricular 
SEPTUM associated WITH ACUTE 

myocardial intarction 

K F R Schiller 
JM A , B M Oxon , M R C P 

MEDIC.VL RrOISTlUVR, THE LOSTIOX HOSPITAL, E I 

The physical signs m a panent who died from rupture 
of the intcrv cntricular septum (l v s ) follow ing my ocardial 
infarcuon were first described by Latham (18-15) Mthoueh 
several descriptions of this condition appeared over the 
next few years—c g , Galt (1909)—Brunn (1923) made tlic 
first correct diagnosis during life The first successful 
operauon for ruptured i v s following myocardial infarc¬ 
tion was performed by Cooley ct al (1957) Perforation 
of the I v s in association with myocardial infarction is 
uncommon Sanders ct al (1956) could collert only 121 
cases, adding 8 of their own Other small senes hav c since 
appeared—e g, Malone and Parkes (1955) and Svvithin- 
bank (1959) Here I describe 7 furtlicr cases, in 6 of vvhicli 
the diagnosis was made during hfc 

Casc-rccords 

Case 1 — A man, aged 73, was admitted on Tub 25, 1950 
Fivu days before admission he had collapsed witli severe chest 
pain Symptoms cased, but rutumed on Tcb 25 
Examination and course —^The pauunt was profoundly 
shocked, with an impalpable pulse and unrccordablu blood- 
pressure The apex beat w as in the anterior axillary linu There 
was a loud prccordial systolic murmur Despite emergency 
treatment, die pauent died soon after admission An clcaro- 
cardiogram (e c 0 ) was not taken 

Necropsy 

The heart weighed 520 g Tlie left ventricle vvns IiyTCt" 
troplucd A soft yellowish area of recent infarction was found 
in the posterior and upper tlurds of the i v s and in the whole of 
the posterior wall of the left ventricle T here was a vertical rent 
4 cm long through the upper part of the l v s at its junctioa 
vvitli tlie posterior wall A recent llirombus occluded the nglit 
coronary artery for 1 7 cm before the start of the posterior 
descending branch Older rccanahscd thrombi were found in 
the right and arcumflex coronary arteries 

Postmortem diagnosis intramuscular rupture of the heart 
from recent infarction, with fresh thrombus in an alheromaious 
coronary artery , also old coronary thromboses 

Case 2 —A man of 60 was admitted on Jan 1, 1155 Two 
days before admission, he had had severe reiroslemal ch’^t 
pam radiaung to the bach and lasting thirty minutes On the 
dav of admission the pain returned after mild cxeruon 
Exaniinaiion and coiirsi —The patient was a plethoric fit 
looJjng man in no apparent distress, pulse rate 7), blood 
pressure 200/115 mm Hg, apex beat diffuse, heart sounds 
normal, no evidence of shod or congestive cardiac failure 
rcG(fig la) showed a QS pattern in CR,, CR and CR|,'Mth 
RST elevation in I and all chest leads, and T inversion in II aod 
HI He was treated symptomatically for acute myo'-i dia 
infaraion Anticoagulants were not given at tins stage Tw) 
days later there was a rise in pulse rate and in lemp'ratu e 
His condition was then much worse, wiih cyanosis, Mvxx. 
P'cssure 120 70, and raised jurular venous prcs'ure A lo-' 
systolic murmur ov cr the prccordium obscured the iKart oua^v 
Crepitations were prc'cnt over both lung bases Rupture o ti 
IVA was diagnosed and anticoijuhnt th'-rapv Marled Ir' 
blood pre sure continu.d to fall and congestive caiJeac fvla • 
supervened rcc showed no nev changes A dav laic a 
svstohe thrill became palpable over the preco dium On I cl 
a phonocarJio-ram 'mcompkie because of the pa I'ni V 
condition wns reco ded, thiv showed a large s, lohc 
wa h a small gap b-'^orc the -cond ounv! ni' eo'’ 
ca-Jiac fade c however, p o cd intractable, a^d tl e p- 
cLcd on 'larch 15, 1655 
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Necropsy 

The heart weighed 420 g , and both ventricles were shghtly 
dilated The left ventricular wall over the antenor apical portion 
V as thinned to 0 3 cm, with an aneurysmal dilataaon A thinned 
area of old cardiac infarction extended over the antenor 3 cm of 
the IV s j enclosmg a small round-bordered septal defect at the 
junction of the upper two-thirds and lower third of the septum 
(fig 2) There was fresh infarction of the left ventncle The 
left descendmg coronary artery was occluded by soft brown 
thrombus for 1 cm about 3 cm from the artery’s ongm 


Postmortem diagnosis defect of ivs from rupture of 
recently infarcted myocardium, old cardiac infarction 
Case 3 —A signalman of 49, tvith no senous previous ill¬ 
nesses, was adrmtted on March 22,1956, compl ainin g of sudden 
severe epigastnc pam associated with nausea and vomitmg 
Examination and course —The patient was an obese man, m 
obvious pam His blood-pressure was 140/100 mm Hg, with 
normal heart sounds and no precordial murmurs On March 26 
he had a loud harsh pansystohc murmur loudest over the apex, 
no thrill was felt The jugular venous pressure was elevated 


CASE 2 3 4 5 6 7 

a b c d e f g h 




E C G (fig lb) showed deep Q 
waves together with definite rst 
elevation m leads I, II, III, aVF, 
V„ and Vj, and flattemng of T ■nwes 
m Vi A diagnosis of acute cardiac 
infarction was therefore co nfir med, 
though the significance of the systohc 
murmur was not appreciated Con¬ 
gestive cardiac failure and attacks of 
acute left ventricular failure were 
treated, and the patient was given 
anticoagulant therapy Later, a pre- 
cordial thrill was felt, and rupture of 
the I v s was tentatively suggested 
The patient never ralhed, rhythm 
changes supervened, and he died on 
May 27, 1956 
Necropsy 

The heart, which weighed 514 g, 
showed right ventricular and left 
ventricular dilatation The apical 
two-thirds of the septum was 
replaced by a thin fibrous scar m the 
middle of which there was a rent 
1 cm long, about 2 cm from the 
apex The apical third of the rest of 
the left ventricular wall was ex¬ 
tremely thm but not fibrosed A 
large plaque of atheroma almost ob¬ 
structed the left mam coronary 
artery 2 cm from its bifurcanon 

Postmortem diagnosis perforated 
septal cardiac infarct, with under- 
lymg myocardial fibrosis 

Case 4—A woman of 62 was 
admitted on Dec 19,1957 On Dec 
15 she had had an attack of severe 
retrosternal pam radiatmg to the 
chin, accompamed by nausea and 
vonunng Acute myocardial infarc¬ 
tion w'as diagnosed, and she was 
ordered bed rest at home, anti¬ 
coagulants w ere not prescnbed No 
systohc murmur w as heard On the 
evemng before admission the pam 
remmed, and this persisted to the 
next mommg when her doctor 
referred her to hospital 

Examination and course —On ad¬ 
mission the patient was very ill and 
W'as mentally confused She was 
pale and sweatmg and had a feeble 
irregular pulse, elevation of jugular 
venous pressure, and an unrecord- 
able blood-pressure The apex beat 
was not felt, the heart sounds were 
famt but there was a loud harsh 
pansystohc murmur, best heard over 
the apex, diastole was clear Crepi¬ 
tations were present at the bases of 
the lungs ECG (fig Ic) showed 
atnal fibrillation, with deep Q m lead 
III and elevation of the est segment 


bd2 
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rjp 2—Cose 2t heart from left ventricular aspect, shovvlng' rupture 

of Interv entrlculnr septum of 2 months standing 

m leads 11, 111, and aVF T m V, was a little flattened Acute 
mjocardial infarction with perforation of the I v s was diag¬ 
nosed The patient was treated with intrat enous heparin and 
noradrenahne, without response An E c g the day after 
admission showed no sigmflcant changes The patient died a 
few hours later 
Necropsy 

The heart weighed 410 g and showed early left tentricular 
hj-pertrophj On the left side of the i v s there was a large 
ragged arei 2 cm in diameter about 3 cm from the apc\ (fig 3) 
Despite some orgamsed clot, there was free commumcaaon 
bemeen the two lenuiclcs through this intcrvcntncular tear 
Fresh thrombus was found m the right coronarj arterj ,05cm 
from Its origin, completelj occludmg the lumen (fig 4) In 
addition, there were bilateral pleural effusions and considerable 
congestion of lungs and hv er 

Postmortem diagnosis ruptured its following acute m>o- 
cardial infarcuon due to thrombosis of nght coronaiy artery 

Case 5—A woman of 77 was admincd on July 9, 1958 
For some months she had had exertional chest pain and dysp- 
ncea On the dax of admission she suddenly felt a crusiung 
central chest pain radiaung to the left arm, assoaated with 
nausea and xomitmg 



Hy 3 _CaiC'l heart fron left'cniricaUr street ihowing ruprare 

of Interx'e'itrlcolar eeptum of 2 dayt itandlng 


Evamtriatioii ard course —^Thc patient was fu!I\ conscious, 
shocked, and m set ere pain Pulse-nte 100 per mm , blood 
pressure 150/100 mm Hg, there was central cyanosis, and 
jugular \enous pressure was increased Crepitations were 
heard m both lung bises The chnicil diagnosis of acute 
myocardial infarction was confirmed b\ ecg which showsd 
hrge Q waves m leads 11, III, aVF, and the V leads, together 
with RST elevation and T inversion in leads I, a\'L, V, and V, 
(fig Id) The patient was treated with bed rest, anticoaguhnis 
were not prescribed On July 16 there vvis a loud pansvstohe 
apical precordial murmur, but no cv idence of congesuv e cirdnc 
failure Perforauon of the I v s was diagnosed Next dav there 
wis deterioration with a fall in blood-pressure and rise of 
jugular V enous pressure Despite symptomatic treatment, the 
patient’s condinon did not improv'e ecg taken on 4ug 7 
(fig le) showed no evidence of further infarction She ^cd 
next day 

Necropsy 

The heart weighed 330 g , the right ventricle was shghtlv 
hyTiertrophicd In the upper poruon of the left v cntricle the 
muscle was hypertrophied, but the apex involving the anterior, 
lateral, and posterior walls was thin (0 2 cm), being made up of 
fibrotic tissue and thickened endocardium The apex of the left 
ventricle was part of a ventricular aneurysm The septal wall 
was also thin, being perforated at its lowest portion by a fibrm 
covered rent 0 8 cm long The coronary arteries were athero¬ 
matous with evidence of rccanalisation 

Postmortem diagnosis rupture of i v s following recent 
myocardial mfarction and old myocardial fibrosis 

Case 6 —A reared engmeer of 67 was admitted on April 20, 
1959 He had had hypertension since 1941 He had been 



ri|f 4—Caie 4? fresh thrombus Jn right coronor> or!er> 


invcsugated for anmmia in 1951, when his blood pressure vviv 
170/110 mm Hg Manifestauons of cerebral arteriosclerosis 
were observed over the following years He had nc er had 
angina peaoris or undue effort dvspnoca On April 18, 
he had an attack of severe pain between the shouldcr-blad' , 
associated with dvspnQia 'Hus became worse, and admi's oa 
was requested 

Cxatrtnatiot ard cotrsc —Tlie patient was an obc'C apyrexia! 
mm in no obvious distress Pulse-rate 100 per mm regu’a , 

blood p-essurc 160' 110 , jugular venous pressure raised to ic”i 

apex beat 5th left intercostal space in the anterior axilla'j I)"', 
heart sounds normal without murmurs or thrills i CO if" 
If) showed RST elevation in 11, III, aVI , V,-V„ ’U li T^ir'C ^ 
Sion in I and aVL, confirming the clmical diagnosis o c 
mvaacardial mfarc*ion Anucoagulant themp, was i-'ii i*‘e- 
During the next four da s he became confused On Xprij 
there was sudden detcnoration wa h arrhyth'" a a^J fm e 
blood-prcvsu'c to 110 70 Ecc (fg Ig/'ho'eda lal ^ 
la on, PS^ cleva on in I as sell as in all o h" Ira h, v 
increased e'e ajon in leads 11, III, aVl, ^ 
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was 300 mg per 100 ml On May 1 there was a loud pansystohc 
murmur obscurmg the normal heart-sounds, bemg best heard 
at the left sternal edge m the 4th left mterspace There were 
some shght signs of congestive cardiac failure Rupture of the 
IV s was diagnosed The patient was digitalised, but slowly 
detenorated He lapsed mto coma, and died on Alay 7 

Necrop’y 

The heart was enlarged, weighing 750 g There was exten¬ 
sive infarcnon of heart muscle mvolvmg the apex, lower half of 
the antenor left ventricular wall and septum, and lower two- 
thirdsoflateralandpostenorleftventncular walls An irregula r 
perforation of the l was found m its lowest part, measimng 
15 cm across The coronary arteries were narrowed throughout. 
There was mcomplete obstruction of the left main coronary 
arterv, 2 5 cm distal to the ongm on the descendmg branch 
which was completelv occluded. 

Postmortem diagnosis cardiac infarction with perforation 
of the IV s , generalised atherosclerosis 

Case 7 —A carpenter of 61 had been wnthout exertional 
chest pam, or dvspnoea until May 2, 1959, when he felt severe 
epigasmc pam wathout nausea, sweatmg, or vomitmg He was 
seen m a casualty department where his blood-pressure was 
200/120 mm. Hg, and there were no other abnormal phvsical 
signs He was treated with sedanves and antacid powders 
Vague left precordial discomfort developed over the next two 
days, and he was adrmtted on Mav 4, 1959 
Exarmnatwn and course —^The panent looked fit and was m 
no obvious pam There was no cyanosis and the limbs were 
warm, his blood-pressure was only 90/60, pulse-rate 120, 
regular, no jugular venous pressure, lung bases drv A sjrstohc 
thrill was felt over the lower sternum, and the heart-sounds 
were obscured by a loud pansystohc murmur maximal ov er the 
apex, radtatmg to the axdla Acute myocardial infarction vnth 
subsequent rupture of the i V s was diagnosed E c G (fig Ih) 
showed the greatest rst elevation m V,, but it was also present 
m leads II, aVF, and all the V leads, together with T mv ersion 
m these leads, and a distmct qs pattern m Vi and V, Anti¬ 
coagulant therapy was started, and later, m view of congestive 
cardiac failure, digitalis was added Despite this, the congestive 
cardiac failure proved mtractable and attacks of acute left 
ventricular failure supervened. Hypotension developed, and, 
after a hamatemesis, the panent died on May 31 

l^ecropsy 

The pencardial sac was found to contam a htde blood, with 
petechial hemorrhages over the postenor surface of the heart. 
The heart (418 g ) showed earlv right ventricular hypertrophy 
There was a triangular tear m the lower part of the I v s about 
1 5 cm across, the upper edge bemg a htde rounded while the 
lower edges were rough. There was obvious recent infarcnon 
of the surroundmg septum and antenor wall of the left ventncle 
which showed some generahsed hypertrophv All coronary 
artenes w ere atheromatous, with obhteranons, m one place, of 
the lumen of the antenor descendmg branch In addinon, 
^^te was evidence of congesnve cardiac failure, and of gastro- 
mtestmal hsmonhage without obvious cause 
Postmonem diagnosis rupture of the i v s foUowmg recent 
acute infarcnon of the left ventncle and septum due to coronary 
occlusion, also acute gastromtestmal haemorrhage 

The data on these 7 cases are summansed m the 
accompanymg table 

Discussion 

Inadcnce of Septal Infarction and Rupture 

Alvocardial infarcnon often encroaches on the septum 
Senes only partly supported bj necropsy confirmanon 
depend on e c.g findings which are open to different 
interpretanon On available necropsy material, the 
madcnce of septal mvolvement mav be as high as 90/o, 
Mth 30°o showing massive septal infarcnon (Osher and 
wolff 1953 )j but septal rupture rather than mere infarcnon 
IS uncommon Edmondson and Hoxie (1942) could collect 


AX.VLYSIS OF 7 eVSES 


Sex^istribut on 
Av ege iyr ) 

Hyptrzerzston befcfrg re entirfarctxon 
After re ert trfarc tor 
Persistent hj-pertension 
Anticoagulants 
Pressor agents 

Av jTzterval {day's) hettzeen :r- 
faretton and perferatton 
After perforaiicn 

Alode of onset of symptoms 
Svstolic murmur 
Systolic thrill 
Diastolic mxirmur 
Congestive cardiac failure 
Left ventricular failure 
Other compUcations 


Av period of survival after per^ 
foration 

Postmortem findtrgs 
Heart u eight 
Old infarction 
infarction 

Site of I \ s perforation 
Size of 1 \ s perforation 
Size of arterial obstruction 


5 men, 2 uomen 
64 

Onl> 1 definite 

3 

1 

0 

About 5 

Insidious in 5, sudden in 2 

7 

3 

xn 

6 2 also had left ventricular failure 
2, both vatb congestive cardiac failure 
1 jaundice and hgmorrhage 

1 ur$mia 
1 hxmor-hage 

29 davs (range, from few hours to 
63 da>s) 

A\ -*S9g 6casesabovenorm2lof330g 
Onl> 2 definite 

7 mvolvmg left % entncle and septum 
6 lower septum 1 upper <eptum 

0 S—4 cm. diameter 
Variable 


only 13 cases (1 5°/o) m a senes of 864 necropsies on 
patients with unhealed myocardial infarcts Septal rupture 
IS found m about 60% of cases of death due to cardiac 
rupture (Oblath et al 1952) Though septal infarction is 
fairly common, septal rupture is relam ely rare Surviv al 
from such a rupture—ev en for short penods—is not often 
reported Reviews of i v s perforauon mclude those of 
Sanders et al (1956) and Sahagun and Bums (1956), and 
small senes and isolated case-reports are often pubhshed 
—e g, Goldman (1959) and Swithmbank (1959) But the 
total number of reported cases of survival, even for a few 
hours, after septal rupture is probably still less than 200 

Treatment and Prognosis 

The prognosis m myocardial infarction with septal 
rupture is poor 50% of panents die m the first week 
(Sanders et al 1956) as agamst 11 5% m an unselected 
senes with myocardial infarcnon alone (Bland and White 
1941) Of the present group of 7 panents, howev er, only 
2 died m the first week The longest surviv'al was sixty- 
eight days, and the average survival twenty-rune Long¬ 
term survival is quite excepnonal panents who have hved 
four years (Zucker et al 1952), five years (Wood and 
Livezey 1942), and 1 who was ahve after six and a half 
years (Schlappi and Landale 1954) have been recorded 
Progressive congesnve cardiac failure is the rule m surviv - 
ors, and death from this is usuaUv not long delav ed, though 
rounne medical treatment may be of temporary value 
With advances m surgical and anssthenc techmques, 
surgical treatment will be increasmglv feasible There is 
already a report by Cooley et al (1957) of a panent who 
survived six weeks after such an operanon, and at necropsy 
the perforanon was found to hav e been well repaired, with 
a small recurrent defect. 

Symptoms and Sigm 

Bond et al (1953) state that septal rupture assoaated 
with cardiac infarcnon can occur at anv age, but that the 
average age of recorded cases is the same as that of im- 
comphcared cardiac infarcnon—i e, 61 This talhes well 
wath the present senes where the average age at death was 
64 Perforanon of the l v S is very unco mm on under 50, 
and it affects rwice as many men as women Of the present 
senes, 5 were men In most of the reported cases of 
perforanon compheanng acute mvocardii infarcnon the 
panent’s condmon suddenly became worse, usuallv m the 
first ten days after the onginal infarcnon Surpnsmgly 
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enough, only 2 of the present 7 cases showed any sudden 
change in s\mptoms All perforations occurred, howeter, 
in the first two weeks after infarction, and 6 out of 7 in the 
first w eck 

The full chnical picture is easy to recognise A patient 
with recent m\ocardial infarction is found to deteriorate, 
often with SMnptoms suggesting further infarction, com- 
monl\ chest pain recurs with associated dyspncea The 
patient is shocked and h\potensi%e, and may' show 
thtthm changes, an apical systohe thnll is commonly 
found On auscultation, a loud pansystohe murmur is 
heard o\ er the w hole prccordium, but cspeaally at the left 
lower border of the sternum, this murmur is reduced in 
intensity if the blood-pressure is low The second 
pulmonary soimd may be accentuated Signs of congestive 
cardiac failure quickly develop, but acute pulmonary 
cedema due to left ventricular failure is reported to be 
uncommon Of the patients in this senes, 6 had congestiv e 
cardiac failure, and m 2 of these left ventricular failure 
developed later 

ElectrocardtoQraphic Changes 

The diagnosis of i v s rupture may be impossible to 
confirm by routine methods during life Nevertheless, 
EGG changes may be of great help, at least in givang 
evidence of septal infarction Osher and Wolff (1953) 
rev levv ed the egg and pathological findings in 35 cases of 
my ocardial infarction 

The hcans were csamincd by the Schlesingcr method of 
in)cction-plus-dissccuon, supplemented by muluplc micro¬ 
scopic seaions of the myocardium Thev found that conduc¬ 
tion defects were diagnostic of septal infarction (1) when 
bundle-branch block or high-grade atnoventricular block 
appeared following myocardial mfarcoon (2) when complete 
right bundle-bnnch block was associated with conspicuous Q 
wives in the right precordnl leads or left bundle-branch block 
vvns found with left prccordial q waves and (3) when left 
bundle-branch block occurred with low voltage in limb and left 
precordial leads qs deflcaions with abnormallv clcvited rst 
segments in right prccordial lends without bundle-bnnch block 
suggested scptil infarction A furtlicr chnraacrisuc of septnl 
infiraion was simultaneous nntcroscptal and postenor infirc- 
tion, though this was rare Evidence of antenor together with 
posterior infirction indircaly suggested septal involvement 

Abrahams (1057) claimed that t inversion in CR, with 
variable T inversion of CR, and CR- in the absence of q 
or RST changes is evidence of restnaed septal infircuon 
As other critena have been suggested—e g , Myers ct al. 
( 29 J 9 J—jt js clearly impossible as yet to define the exact 
EGG changes of septal infarction 

The EGG traangs of the 7 pauents in this series are 
reproduced in fig 1 There is no evidence that septal 
perforation alters the E c g pattern of septal infarction 

Ccif TJ1 aUen b\ Cat)cUr Studus 

Onlv bv cardne catheterisation can the diagnosis of 
septal rupture be prov cd nthcr thin presumed In the case 
of Muller et al (1Q50), such proof was obtained The 
pitient survived fifteen months, and necropsv confirmed 
the presence of septal rupture Sinders ct al (l'>56), 
however, cited i case where cathctensition vvis unhelpful 

Difjeri’’ tJ D:j^i 'sis 

\s Sahagun ind Burns (1^56) suggest, differentia! 
diagnosis IS limited Onlv a handful of conditions 
assoaitcd with acute mvocardial infa'Ction might give 
r.sc to emfusion, of these pcncardial friction rub ind 
furaiomi mitral incompetence should no present undue 
diagnos'ic dithculues 


Rupture of i papillary muscle miv however, simulate 
I \ S rupture Askey (1950) found that, in 27 out of 29 
reported cases, papillary rupture complicitcd cardne 
infarction The murmur may be cither svstolic, dnstolic, 
or both, though the murmur of ruptured r v s is ilmost 
inv'irnbly purely svstolic Should there be i dnstolic 
murmur in the presence of septal perforation, it is usuillv 
due to coinadental pre-existing left ventricular ancunsm 
(Zuckcr et al 1952, Scherf and Brooks 1949) Moreover, 
in cases with ruptured pipilhry muscle, there is sudden 
collapse with acute left ventricular failure, ind the svstolic 
murmur is never loud enough to give rise to a pilpnblc 
thnll Tins is in contrast to acute septal pcrfontion when, 
a thrill IS common, where tlie dev elopment of compliciuons 
may be insidious, ind where congcstiv'c cirdnc failure is 
much commoner thin left ventricular failure An intn- 
ventricular thrombus, appearing after acute cardiac 
infarcuon, may mimic the physical signs of ruptured i v s 
(Loeper et al 1940), but this complication is probably even 
rarer than rupture of a papillary muscle Otlicr conditions, 
such as pre-existing ventncular septal defea, ventricular 
septal defect after bictenal endocarditis, rupture of a sinus 
of Valsalva, rupture of aoruc cusps, and rupture of chord c 
tendinea:, are not associated with icute myocardial 
infarction, though certiin of their features miy resemble 
those of septal perforation following my ocardial infarrtion 

Predisposing Factors 

Septal infarction is not uncommon, occurring m 70- 
90% of cases of acute myocardial infirction, and septal 
rupture might be expected to tike phcc more often than 
it does Mallory and White (1939) showed that, during the 
first week after infarcuon, there is muscle necrosis and 
round-cell infiltration, removal of necrotic tissue and 
replacement by connective ussuc predominate over the 
next five weeks Rupture of the heart is commonest in the 
first week Presumably, speed and effectiveness of repair 
depend on the blood-supply that is reaching the infircted 
area The i V s is supplied anteriorly by perforating 
branches from the anterior descending coronarv arten, 
and posteriorly by perforating branches from the nght 
This double blood-supply is probably one of the reasons 
why septal rupture IS relatively rare anastomotic channels 
may grow out quickly into the infarcted area from the 
unaffected coronarv artery and promote healing, rather 
than necrouc breakdown 

Edmondson and Hoxie (1912) reviewed the effect of 
hypertension on cardiac rupture in acute myocardial 
infarction, and found that persistence of hypertension ifiet 
infarction made for a poor prognosis, w hilc hy pertrophv o' 
previous scirnng of the heart appeared to offer some p'’0" 
tcction against rupture In the present series, 3 pitients 
had diastolic pressures of 110 mm Hg or over after infarc¬ 
tion and before perforation, 2 patients showed dcfifinc 
evidence of old infarction Infarction need not be of full 
thickness to lead to rupture (Wessler ct al l‘>52, Oblath ct 
al 1952), shearing stresses mav tear a partiallv infiraed 
muscle Such stresses are apparentlv greater in the vcntri 
cular walls than in the septum, which mav be an» b^r 
rci'on whv rupture outwards is commoner than acro'' ti c 
septum Pressure gradients across mv ocardial mu ^ 
also important since the septum is partiallv splinted o 
the richi ventricular pressure against the Inch 1' ' 
ventricular pressure, the gradient aero s the septum i' ’ 
than across the ventricular walls 1 he scries o‘'\Vc 
al (1952; underlines the c points of 19 rupture 
with acute mvoordial infarction, all sere o'" il 
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ventncle, but only 5 Mere septal^ the remaining 14 
rupturmg into the pericardial sac 

Pressor Agents and Anticoagulant Therapy 
Do routine methods of treatment influence the chances 
of cardiac, and espeaally septal, rupture ^ Smce pressure 
m the left \ entricle maj exert a great influence it follows 
that hypotension should protect from rupture Similarly, 
oierenthusiasnc use of pressor agents m the first few days 
after acute myocardial mfarcnon might materially mcrease 
the risk of rupture, as this is the period before adequate 
repair has taken place Lange and Aarseth (1958) pub- 
hshed a somewhat disturbmg report on a carefully con¬ 
trolled senes of 141 patients with acute cardiac infarction, 
half of whom receited anticoagulants the madence of 
spontaneous rupture m those patients Mas tMice that m 
the controls Honey and Truelove (1957) showed, 
howeter, that patients tvith myocardial infarcaons who do 
not receive anticoagulant treatment run a greater nsk of 
dymg from thromboembohc phenomena, such as pul¬ 
monary infarctions Only 1 patient m the present senes 
was given anticoagulants after the infarction and before 
perforation of the i v s 

Conclusion 

Survival after septal perforation followmg cardiac 
infarction may not be so uncommon With adiances in 
techniques, surgery of this condition may become feasible 
Accurate diagnosis wfll, therefore, assume greater pracacal 
importance 

Summary 

7 cases are descnbed m which rupture of the mter- 
ventncular septum followed acute myocardial infarction 
6 of these cases were diagnosed during life 
A plea IS made for early accurate recogmtion of this not 
so uncommon condition 

Mv ihanlis arc due to Dr J R Bolton, Dr Donald Hunter, Dr 
J M Ledinghana, and Dr A L Wyman for allowing me to discuss 
tkeir patients, and to the various pathologists who conducted the 
postmortem examinations I am particularly grateful to Dr A L 
for his encouragement with this paper Of the 7 patients here 
QKcribedj I saw only cases 3 , 4, 5, and 7, all of whom were under 
Dr WjTnan s care I also thank the electrocardiographers and 
photographic techmcians of the various hospitals where the patients 
^ere treated^ I should especiall\ like to acknowledge the help of Air 
Ravmond Ruddick, of The London Hospital photographic depart¬ 
ment 
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Clinical diSerennation of virus mfections of the upper 
respiratory tract is notonously difBcult, and only occa¬ 
sionally, as in the (hagnosis of influenza, are laboratory 
mvesoganons considered likely to be rewardmg This is 
an understandable viewm infections Mhich are often mild, 
of short duranon, and unaffected by' treatment The 
recogmnon of an mcreasmg number of new respiratory 
agents may lead to a better understandmg of these 
infections, but, temporarily at least, the doctor’s difficul¬ 
ties remam smce moological relations have stfll to be firmly 
estabhshed, and we know httle about their mcidence 
Certam members of the adenovirus group of agents should 
escape these general criDasms, for a few of them are known 
to cause recogmsable illnesses which have been studied m 
several countries 

Infection with the type-3 adenovirus m children of 
school age is often descnbed as pharyngoconjuncmal 
fever—a useful name but one which does not suggest the 
wider range of symptoms which may occur, as m the 
present outbreak In this as m other areas adenovirus 
infections caused by types 1 and 2 are often unrecogmsed 
mfections of young children, or single sporadic cases, 
whereas locahsed outbreaks of clmical disease are usually 
caused by other serological types, such as types 3 and 8 
There were many cases of type-3 infection m Enghsh 
schools m 1955 (Kendall et al 1957), and m this area the 
last known outbreak, caused by nTe 8 (Bennett et al 
1957), was m 1956 Such a long mterval between out¬ 
breaks of chmeal infection does not help famihanty', and 
there is also need for more rapid means of laboratory 
confirmation if the adenoiTTUs mfections are to be recog- 
msed more often and remoted from the mass of undif¬ 
ferentiated febrile catarrhs or influenza-hke illnesses 


Clinical Details 

From Oct 13 to Dec 4, 1959, thirty-mne cases of acute 
febnle illness Mere seen m a rural practice, and of these 
thirty-tMO were m a commumty of runety-fi\e boys aged 
8-13 years TTie fll bovs complained of headache, dizzi¬ 
ness, photophobia, and, m many cases, stuffed nose or sore 
throat Temperatures ranged from 99“ to 104'F, ivith 
usually an M-shaped cnine, and most of the hots Mere 
flushed durmg the first nse Most also had back, hmb, 
and neck stiffiiess, but only one child had positive Kemig 
and Brudzmski signs The expected cervical ademtis m as 
not a promment feature Many of the boy’s had obwous 
pharyngitis, while several cximplamed of earache and a few 
developed bulhe on the eardrums Definite conjunctivitis 
Mas noted m only tMO cases Six either vomited or had 
gastromtestmal symptoms, and most complamed of 
nausea The lUness usually lasted about 5 days, and all 
made a complete recoverv without treatment other than 
rest in bed The figure show s the onset of lUness of cases 
Mithm the community, and in those seen outside The 
meubanon penod m as thought to be about 7-8 day s, but 
It was not possible to determme the means of spread of the 
infection either vvithm the community or among children 
outside There was no possibihty of spread from a 
svvimming-pool It seemed hkelv that the mfecnon 
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bod\ \\Ts demonstnted in In', scrum The 
possibilits tint other bo\s in the outhail 
could be eimilarU infected was excluded both 
be failure to isolate ane other Coxsackiceirus, 
and be neftatiee serological tests, in the eight 
cases examined 


Tstc-O ndcnoelrus inrccllon In n rural practice 

required close personal contact by an agent eehich eems not 
highlj infectious Sceen sporadic cases eeere seen 
outeeath the community 

Laboratory Ine cstigatlons 

Smcc the cases eeere some distance from the laboratory, 
tliroat and eye seeabs and sample of faices eeere sent by post 
These eeere examined for bacterial patliogens as eecll as for 
viruses Acute and convalescent samples of blood eeere 
collected, usually eeith an mtcreal of 25 days 

For attempted virus isolation teeo types of tissue-culture 
cells—Cl) HeLa cells, or (2) human embryome kidney and 
he er cells, or human ammon—ee ere used rouunely A standard 
senes of media eeas used for culturing all four types of cells 
They contained lactalbumm hydrolysate 0 5%, calf scrum 
2%, 10%, or 20%, and Hanks’ BSS together eeith the usual 
anubioucs Cell suspensions eeere prepared using trypsm 
0 25"^, and after growth teeo rubes of each cell ime eeere 
inoculated eeath the supernatant fluid from a 20'’o suspension of 
fTccs or fluid from extraaed eye or throat seeabs After 
incubation at 37°C the tubes eeere examined daily and com¬ 
pared eeath controls 

Isolated viruses eehich had the general charartcristics of the 
adenovirus group eeere typed by neutralisation eeith type- 
spccific antisera prepared in our laboratory eeith prototype 
strains obtained from Dr H G Pereira Sera agamst types 
1-11 and 14 eeere used, teeo tubes per type "Rh the usual 
controls Acute and convalescent samples of serum from 
pauents eeere tested both for complement-fixing and neutralis¬ 
ing anubodies Teeo antigens prepared against the prototypc-3 
virus and a typc-3 strain isolated during tlic outbreak eeere used 
for complcment-flxaDon tests eeluch eeere done in plasuc plates 
by standard methods (World Hcaltli Orgamsauon 1959) 
Ncutralisauon tests eeitli all sera eeere also performed by 
standard mctliods agamst a strain isolated durmg the outbreak 
and also agamst prototype strains 1, 3, 4, 7, 10, and 14 The 
suspensions of virus for serological tests eeere groevTi m human 
embryome liver cells 

Results 

Because specimens from the cases seerc obtained at various 
stage's durmg the outbreak the laboratory fmdmgs eeere thouglit 
to sample the infeaion throughout its course From twelve 
boys, 11 samples of ficccs, 5 throat seeabs, and 1 conjuncueal 
swab were e-xammed Blood samples were taken from flee 
cases at 25 daxs’ interval, and from teeo others at 2 months,from 
one patient only a convalescent sample eeas received 

At the begmmng of the outbreak Coxsackic-B5 virus was 
isolated from one boe, and a fourfold rise of neutralising anu- 
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All other viruses isolated during the out 
break proved to be tepe-3 adenovirus The 1 
conjunctival swab was positive, and 1 out of 5 throat swabs, 
and 10 out of 11 fa.cal specimens were also positive Tepe-3 
adenovirus was tlius isolated from about a tlurd of the cases 
durmg the outbreak, and, apart from the single instance of 
Coxsackic B5, no other varus or bacterial pathogen 
HcLa cells arc usually recommended for the isolation of 
adenoviruses, but in several laboratones difficulty has been 
experienced m maintaining tliesc cells m continuous culture 
over a long period, and, eehich may be more important, m 
maintairung them in a state of full scnsitieite, suitable for 
recovery of adenovirus We were thus interested to know not 
only if our owai routine strain of HeLa cells eeas an cffLaiu 
tissue for this purpose but also to compare it witli other tissue- 
culture cells at our disposal As ee c ee ere not able to use all four 
types of tissue culture for each of the original isolations a 20 ^ 
suspension of fa.ccs from cases was stored at — 20 C for 
further tests One specimen arrie cd in the laboratory 10 davs 
after collection when virus had already been isolated from the 
same patient, and this specimen eeas subsequently left at 4 C 


TADLE II—COeinXMENT nXING ANT) NTtFnUUSING ANTIBODnrS IX 
CASES reCRETING Tai’I -3 ADENOVIRUS 
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for 2 months before the suspension eeas prepared (no ^ m 
table I) It eeas thus possible to examine all four tissue cells 
simultaneously using aliquots of the inoculum for each pair of 
tubes of the different ussucs Only fmcal specimens could be 
tested m tlus way, for there was not enough material from 
throat or conjunaieal swabs The results, in italics, in tablet 
show the time taken in days for the original isolauon in tl" 
particular tissue found to be first positive The otlier figures 
show the direa comparison of tlie four tissues under identical 
conditions All tubes were examined daily and the tunc was 
reckoned from the day on wluch at least one of a pair of tub's 
showed complete and typical degeneration 

From table l it is clear that both human embryonic UdaT 
and liver cells provided more rapid evidence of adenovirus 
mfcction and tliat the strain of HcLa cells emploecd was ro' 
appreciably better than human amnion cells for this purpose 
Mane factors may influence the rapidity of isolation of aecno- 
eirus, including the size of inoculum (which m this ca c was no 
Ijiown), the tvpc and strain of tissue cells, and the compo moo 
of the media used to grow and maintain the cells I rom cxp'ri 
ence of see cral lints of HeLa cells the one m use at this tim' 
thourht to be of about average sensitivity, but GravNoa ct * 
(1953) have emphasised the e ariabiliiy of such cells Th'te 'O' 
no diflcrcncc beteseen the four ti sues m the number of'ire o' 

1 olaied—the differences bcinn confined to the time taken l'' 


olation f 

The demonstration of n n jing fitrc of nntiboJe for tl e I'T o 
ires I olatcd denng the cours^ of ilinc s do~ no p me ir- 
irue nnd illn" s are causalle related but it i eali bFrie r 
Tie sc ologic-'l tL fs si n eaa in tabic It see do"'«i h a s ^ 
f tepe-3 ei-ue i^Ia cd du'in^ tl c oeib'cn), and a!-o es i i^l ^ 
•X) o e7'c-3 stra n Ncu'ralisation tc c'c al o p"‘^orr''u o 

I amp’cs o'” -cnirn agai" t p o ot pc I, 1, ", 10, an- 
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%iruses Minor heterotypic rises of antibody were obtained 
tilth all of these types, except type 1, and there was no etidence 
that ant of them was concerned in the outbreak. 

These results show that infection with tvpe-3 virus 
occurred when the boys had their sjTnptoms, and together 
with the results of virus isolation they strengthen the view 
that this was the cause of illness Proof of the tetiological 
significance of isolated viruses m a particular adenovirus 
disease also requires statistical correlation, and m this 
outbreak only a third of the bovs was investigated 
Nev ertheless epidemiological features of the infection, and 
the failure to isolate any bacterial pathogen or any other 
virus apart firom the smgle stram of Coxsadue B5, are all 
consistent with the other evidence showing that the 
outbreak was caused by tv’pe-S adenovirus 

Discussion 

The na m e pharyngoconjuncnv al fever was given by 
Bell et al (1955), and has been famili ar for outbreaks of 
tvpe-3 adenovirus mfecdon, particularly m school¬ 
children Types 7 and 14 adenoviruses have also been 
found to cause a similar illness The mam clmical features 
of this disease are fever, pharyngitis, rhimns, conjuncu- 
V1US, and enlarged cervical lymph-nodes Of the cases 
descnbed bj Kendall et al (1957) more than 70% com- 
plamed of sore throat and headache, 97% had enlarged 
cervical lymph-nodes, and all serologirallv proved, as 
distmct from chmcal cases, had conjunctivitis In the 
present outbreak of type-3 infection conjunctivitis was 
noted m only four of the thirty-two cases, and the virus 
was isolated from the only eye swab sent for examination 
Ginsberg et al (1955) have also descnbed an outbreak in 
which there were no obvious signs of conjunctivitis 

Another difference fixim the usual rlimral picture was 
the common complamt of snffiiess m the back, legs, and 
neck, and this was also foimd by Forssell et al (1956) and 
by Barr et al (1958) m Sweden Lumbar puncture was 
performed m eight of the latter senes of cases, but with 
negative fin di n gs It was reahsed that pamful cervical 
Ijmph-nodes might cause neck snfimess, but this cxiuld 
not account for the snffiiess m back or legs Several 
workers have nonced that gastromtestmal symptoms may 
occur, and six of the present thirty-two cases either 
vomited or had abdommal symptoms, while most com- 
plamed of nausea Clearly it might be mislea din g ff 
pharyngoconjuncnval fever was to be considered the only 
mamfestanon of outbreaks of t 3 rpe -3 adenovirus infecmon, 
and imnl more is known it would be wise to think of the 
tnad of symptoms as mchcatmg one of a possible range 
of chmcal syndromes m schoolchildren 

The isolanon of adenovirus is often considered fairly 
simple, and primary explant cultures of human ammon, 
human respiratory nssues, or serially progagated cell 
cultures such as HeLa cells have been recximmended 
(World Health Orgamsanon 1959) HeLa cells have been 
most widely used, but Grayson et al (1958) have found 
that some 20% of adenoviruses from chmcal material 
required 15-33 days for isolanon Thev also demon¬ 
strated that different laboratorv Imes of HeLa cells varied 
m their sensinvity to adenovirus, usmg one hne only 
9 type-4 adenoviruses were recovered, while with a 
secxind hne 1 / adenoviruses were isolated from the same 
chmcal specimens Contammanon of stock HeLa ciells with 
pleuropneumoma-hke organisms is co mm on, and this must 
also be considered Several different hues of HeLa cells 
hav e been used m this laboratory, and the stram employed 
m the present mvesnganon was thought to be of av erage 


sensmvitv It is known that the composition of the culture 
mecha for these cells affects the quanntv of virus produced, 
and we have used calf-serum which is beheved to contam 
inhibitors agamst adenoviruses We were, however, 
unable to show that such inhi bitors appreaablv affected 
the rapichty of isolanon of type-3 adenoviruses Usmg 
the same growth and mamtenance mechum for HeLa, 
human amni on, and human embrvomc kidnev, and the 
same mamtenance mechum for hver cells we found a 
consistently more rapid rate of isolanon from all the types 
of chmcal material tested with the tw o human embry omc 
nssues 

It IS usually recommended that for adenovirus recov ery 
It mav be necessary to mcubate nssue cultures for up to a 
month, or altemanvelv to make sev eral bhnd passages of 
culture flmds at short mtervals In the present mv esnga- 
non It was necessary to do this only when attempnng to 
isolate virus from some of the throat swabs While such 
procedures are necessary when the amount of virus m 
chmcal matenal is very small, it is also desirable to try to 
ensure that the virus is propagated on as sensinv e nssue 
cells and possible 

Summary 

In a commumtv of nmetv -fiv e boy s thirtv-two developed 
symptoms suggesnve of pharviigoconjuncnval fev er, 
except that conjuncnvins was rare and muscular snffiiess 
was cximmon Type-3 adenovirus was isolated from 
eleven boy s, and seven of them showed confirmatory rises 
m complement-fixmg and neuirahsmg annbodies 
Type-3 adenovirus was isolated more qmeklv bv usmg 
human embrvomc nssue-cultures than with a stram of 
HeLa cells 

We wish to thank Mi's Helen Martin for technical help 
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Cochrane et al (1956) reported the mduenon of hvpo- 
glvcEemia as an abnormal response to /-leueme given by 
mouth to three children and an adult An mcrease m 
msuhn-like activitv of plasma after /-leueme admmistra- 
aon has been demonstrated m /-leuane-sensim e children 
but not m normal children (Di George et al 1960, 
Grumbach and Kaplan 1960, Alabry et aL 1960) Butter- 
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field et al (1960) present cndcnce that /-leuane-mduced 
h 3 pogljca:mia m an adult “is due to n transient rise m 
plasma-insulin acliiit} ” (our itabcs) The response to 
/-leucine gi\en bj mouth in one of three adults with 
insulin-secreting pancreatic tumours whom we studied, 
lends support to this suggestion 

Our three patients had been repeatedly obsen cd to hat e 
low blood-glucose levels assoaated with episodes of 
disturbed consciousness, disorientation, mcoordinated 
movements, and occasional!}' coma, and these symptoms 
were rapidly relieved by glucose intravenously All three 
cases gave a positive response to the glucagon test—i e, 
initial hypergUcaemia followed by profound hy'pogly- 
caimia after intramuscular mjecUon (Marks 1960)—and 
to the tolbutamide test m which a precipitate and pro¬ 
longed lowenng of blood-glucose follows intravenous 
injection (Marrack 1961) 

Only one case showed a precipitate fall of blood-glucose 
when fed with /-leucine (0 1 g per kg body-weight) 
This patient vvent into hypoglycemic coma with convul¬ 
sions, which had to be relieved by glucose mtrav'cnously 
30 minutes after the ingesuon of /-leuane Blood taken 
from a limb vein whilst the surgeon was manipulating the 
tumour, and the tumour itself, both had a very high 
plasma-msulm content (by radio-chromato-electrophoretic 
immuno-assay) After removal of the tumour this patient 
had no further clinical attacks of hypoglycaimia, and 
blood-glucose lev'cls were watlun the normal range 
When the oral leuane test was repeated after operation the 
blood-glucose level did not drop, and there was no 
detc«able climcal change 


accelerated synthesis or decreased breakdown” The 
cvadence from our patient suggests that the increase in 
plasma-insuhn arises from accelerated insulin release 
rather than from accelerated insulin synthesis, and this is 
incompaublc vvath the concept of decreased insulin 
breakdown m sensitiv c subjects 

Conclusions 

In a patient of any age the finding that /-leuane 
induces hypoglycnmia docs not exclude the presence of 
an insulin-secreting tumour A positive response to the 
glucagon and tolbutamide tests is strongly in fav our of an 
msulin-sccrcting tumour, whereas evidence of familial 
hypoglycaunia favours cssenual leucine sensitivity 
Hy’pogly’cmmia induced by /-leucine in scnsitiie 
individuals seems to be due to accelerated insulin 
release rather than to increased synthesis or decreased 
breakdown 

Wc nrc grateful to Dr EIHs Samols, of the department of medicinr, 
Royal Free Hospital, London, W C 1, for the plasma insulin assays 
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Discussion 

The presence of an insuhn-sccrcting tumour cannot be 
excluded because hypogly cmmia is precipitated when 
/-leuane is given by mouth Schwartz et al (1958) 
reported the preapitauon of hypoglycemia by /-leuane 
in two adults who were later found to have pancreatic 
islet-ccll tumours One of these had an islet-cell carcinoma 
with mctastascs, and the leucine scnsiuvity persisted after 
operauon A case of islet-cell adenoma similarlv examined 
by Monro (1960) was not leucine-sensiuve 

The probabilitv is that in our pauent before operauon 
oral /-leucine initiated the release of extra msulin from the 
tumour But if this is so there must be at least two 
biochemical mechanisms by which insulin can be released, 
since in only one of our three cases was the tumour 
stimulated bv leucine 

The rat’s blood-glucose level normallv falls after 
/-leuane administrauon (Cochrane 1960) In essential 
leuane scnsitiv itv of children there seems to bca gcncticallv 
determined abnormality which gives them an additional 
mechanism for activ acing the release of insulin Presum- 
ablv a similar biochemical mechanism mav be acquired by 
the abnormal cells of some insuhn-secreting tumours 

After rapid intravenous mjccuon of insulin or tol¬ 
butamide, hv poglv cnmia docs not appear in less than 25 
minutes The time-interval between oral administration 
of leuane and the appearance of hvpogly crcmia in sensi¬ 
tive indivaduals sucgc'ts that onlv part of the insoluble 
/-leuane can hav e been absorbed before the insulin- 
rvlc'’sing mechanism is aamted Such a vacw is con- 
eistcnt vvath the observauons of Woolf (1*560) and of 
Cochrane (I'^oO) 

Di George ctal (1060) said “ It is not known whether 
this net increase in insulin produced bv leuane rcprc‘cnts 


Preliminary Communication 


AN 11 p-HYDROXYLASE INHIBITOR IN TUT 
TREAT/VIENT OF RESISTANT ASCITES 

2-AtETHVL-l, 2-bis(3-pyridyl)-l-propanonc-ditartrate 

(Su-‘1S85), a synthetic analogue of amphenone B, selec¬ 
tively inhibits 11 p-hydroxylation of adrenal steroid pre 
cursors ' - and therefore presumably inhibits aldosterone 
production Amphenone has been used as an aldosterone 
antagonist but was finally abandoned because of its 
untoward sidc-cffeas ’ Su-4885 and its hydrochloride, 
Su-8874 (‘ Mciopironc ’), arc considerably less toxic and 
might therefore be considered as diuretics Wc have 
assessed mctopironc as a diuretic, alone and in combint 
tion with chlorothiazide and spironolactone, m two 
patients with cirrhosis and resistant ascites 

THE STUDV 

Tlic patients were a 52-vcat-old man and a 36-ycar-o'd 
woman vvath cirrhosis of unlmown TtioJogy Ascites had 
been present for at least 12 months before treatment, and 
paracenteses had been necessary 

They eadi excreted in the urmc less sodium than 1 ml 9 

21 hours during a control period of 3 days on a 

22 mEq dietary innle (sec figs 1 and 2), and ll is ciiii^r" 
increase when chlo-othiaridc 2 g dailv was given 
patient vvas also resistant to the combination of c'lloro hian 
2 g dailv, spironolactone lOO mg dailv, and manni ol ^ ^ 
of 10 solution intravciioush After a furihcr control 

of 3 davs, bo h patients started p-idni o"" 5 mg twice c 

1 Ojv J J S'-'r-i J n Al-r M J B—vir VT 1_ 0> ' 5 

/ r,/T’f- I- 14 IM , • f ^ 

2 lJ„5. vt I, i-J I) U- e T M Itj in A I 7 s’" '' 

T He F r ; A r »* M i IV ' ic -n? 
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Their urinary sodium and clmical status did not change, and 
after 3 days metopirone (900 mg t d s ) was added After 
4 days the first patient showed no mcrease m urinary sodium, 
and the second showed a very shght mcrease to 5 mEq per 
24 hours In both patients the clmical state was imchanged 
When chlorothiazide was added m a dosage of 2 g daily, both 
patients began to lose weight and their urmary sodium excre¬ 
tion mcreased The first patient’s sodium diuresis was slow, 
reachmg 40 mEq daily, but after the addition of two manmtol 
infusions the sodium excreaon mcreased to 110 mEq per day 
He then lost weight steadily, passmg 60-70 mEq of sodium 
daily for 3 weeks This contmued durmg 32 dajs of meto- 
puone therapy, there bemg no sign of resistance to the drug 
In the second patient metopuone caused a sodium excretion of 
75-100 mEq daily for 2 weeks 
At this stage spironolactone (600 mg per day m the first 
patient and 400 mg per day m the second) was added to the 
combmation A dramatic mcrease m sodium excretion was 
seen, reachmg a peak of 175 mEq per day m the first patient 
and 290 mEq per day m the second, and body-w eight decreased 
dramatically The first patient required potassium supple¬ 
ments after 2 weeks’ chlorothiazide and metopirone therapy, 
as the serum-potassium level had fallen to 2 4 mEq per htre 
The second patient was given potassium supplements 
throughout 

After 3 days’ combmed treatment metopuone was stopped 
and the patients contmued on spuonolactone, chlorothiazide, 
and predmsone The 24-hour urmary sodium excretion fell 
m both patients to the levels obtamed wnth metopirone 
without spuonolactone, and the urmary sodium excretion was 
not further reduced when the predmsone was stopped 
Neither patient showed any side-effects from contmuous 
metopirone therapy, and clmical evidence of adrenal 
msuSiciency was not seen when predmsone therapy was 
stopped Both patients showed considerable clmical 
improvement with clearance of their ascites, the weight- 

Henrutol 2Gtres ur 

CcRtrol ■Coitrd ■ | « 

PpirEapgdJT7 5 Mossrum 75 per iq 

Chloroth>c>iJc Zq per iq _ 

Mgtopironc 2700 mg. per doy 



^ 52-5 car-old man wjth cr 5 ’ptoBcnic cirrhosis and intract- 
® e ascites rcquirinp repeated paracenteses o\er 12 months 


c patient was completely resistant to chlorothiazide alone or 
in combmation with spironolactone 400 mg per day, and manmtol 
7^tra\cnoiisl5 He showed no response to predmsone 
nictopirone, but with the addition of chlorothiazide he finally 
gan to lose weight and to excrete sodium Mannitol considerably 
^ entiated this diuresis, but after 2 weeks he required potassium 
pp to control h\*pokalamiia The addition of spirono- 

onc 600 mg per day produced a dramatic loss of weight and of 
wnth?' which quickly reverted to prenous le\cls on the 

metopirone from the combination The patient w*as 
increased dose of spironolactone when combmed 

With chlorothiazide 


Control Qjirol 


ft3lossnjm 100 mEq per day 

I-/ ; - - ~ 


] 


CKorolhaiide 2q per dey 


Metopetme 2700 mq per day 

I _ \ 

Prcfhsone 10 mq per day 

Sp-rorsol ctCM ^OOmqperdoy 



Fig 2—A 36-year-old woman with cryptogenic cirrhosis and 
resistant ascites 


The patient was completely resistant to chlorothiazide alone, 
and showed only a small sodium diuresis when given predmsone and 
metopirone The addition of chlorothiazide caused a steady weight- 
losmg sodium diuresis which was even further potentiated by the 
addition of spironolaaone 400 mg per day The withdrawal of 
metopirone resulted m a fall in urinary sodium excretion to previous 
levels The patient responded less dramatically to spironolactone and 
chlorothiazide than to metopirone and chlorothiazide Predmsone 
withdrawal did not afiect the sodium diuresis 


loss averaging 20 kg, and both patients’ serum-albunnn 
levels rose from less than 2 6 g to more than 3 5 g per 
100 ml 

DISCUSSION 

Metopuone alone caused a shght urmary sodium 
mcrease m one patient, and no change m the other It was 
therefore clear that, like the other aldosterone antagomst 
spuonolactone,^ an additional diureac, such as chloro¬ 
thiazide, actmg on the proximal tubule was necessary to 
promote diuresis 

Metopuone inhibits 11 P-hydroxylation m adrenal 
steroid biosynthesis and so prevents the formanon of 
11-oxycorticoids (cortisol, corticosterone, and aldosterone) 
The preciusor of cornsol, ll-desoxy-17-hydrocorticoster- 
one (compound S), and the precursor of corticosterone, 
11-desoxycorticosterone (Doca) therefore accumulate 
The fall m cuculatmg cortisol and corticosterone releases 
the anterior pituitary gland from its normal feedback 
control mechamsm and mcreased corticotrophm secretion 
follows This results m further mcreased adrenal synthesis 
of the 11-desoxycorticosteroid precursors which are 
meffeenve m suppressmg comcotrophm production ‘ ' 
This explams the necessity of givmg predmsone with 
metopuone as a substitute for cortisol so that comco¬ 
trophm secrenon is not mcreased and the 11-desoxy 
precursors do not accumulate 

Aldosterone secretion is probably not under the control 
of comcotrophm," and it v ould therefore not be affected 
by predmsone admimstration Patients retaining fluid 

4 Shaldon S McLaren J Sherlock, S Larcet 1960, i 609 

5 Bissel G ^ Scott, A L Farnsworth, VT E VTinkler I 

SY St J Med 1959 59 3596 

6 Liddle G TT Herschel L E, Kendall J W, \?’illiams, W C 

Townes A y dm Endoenn 1959, 19,875 

7 Farrell G Phenol Rev 1958 38 709 
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ha\c a sumulus to aldosterone secreuon, and if this 
continued when metopirone was gi\en, one would theor- 
cucallj expect that the 11-desow coracoid precursors 
of aldosterone would accumulate (this is a theoreucal 
consideration as the 11-desoNj coracoid precursor of aldo¬ 
sterone has not a et been isolated) The conanued effec- 
a\ encss of metopirone therapj suggests either that these 
substances are not potent salt-retaining steroids or, 
altermtnelj, that the samulus to aldosterone secreaon 
has diminished, although this is unlikclj as the plasma- 
Tolume in these patients decreased 

The dramaac potentiation of sodium diurecis when 
spironolactone was combined with metopirone was most 
unexpected Spironolactone does not affect adrenal 
sjTithesis nor the release of aldosterone, and it is presumed 
to act bj inhibiting the acaon of aldosterone on the distal 
renal tubule '* " Thus it is difficult to explam its acaon 
in the presence of effecate inhibiaon of the sjnthesis of 
aldosterone bj metopirone Three explanaaons arc 
possible 

1 When metopirone therapy is prolonged, aldosterone 
secreaon is not effecuvely mhibitcd This seems unlikely as 
the drug did not produce diureuc resistance 

2 Spironolactone is not an aldosterone antagonist but it 
blocks an alternative pathway of sodium reabsorption in the 
distal tubule Tlus again seems unlikely because spirono¬ 
lactone IS known to antagonise infused aldosterone in adrenalec- 

8 Wiggins R A, Hutchm M E, Carbonne J W', Doolan, P D 

Pros Soc txp Stol , N Y 1959 100, 1625 

9 Wilde, W S Mabin R L, Sulluan, L P, Vander, J A Program 

of the American College of Phjsicians Fortieth Annual Session, 
p 80 Chicago 1959 


tomised ammals " and in patients with Addison's disease ” 

3 The secretion of the 1 l-desoxw aldosterone precursor was 
increased m these pauents as they underwent diuresis This 
substance might not be sufficicntlv sodium-reiaining to allow 
resistance to metopirone to show but vet be sufficientlv active 
to be blocked by spironolactone, a pcnpheral aldosterone 
antagonist Increased diuresis would therefore ensue 

The last explanation is the most attracuve, and analvsis 
of urine from these paaents may allow isolauon of the 
ll-deso\y precursor of aldosterone Further work is in 
progress to test these hypotheses 


SUMMART 

Metopirone is an 11 p-hydro\ylase inhibitor which 
presumably prevents the producaon of aldosterone by the 
adrenal gland When used wath chlorothiazide, it increased 
urinary sodium excreaon in two paaents with cirrhosis 
and asates Addiaon of spironolactone, an antagonist of 
aldosterone at the renal tubular level, potenaated this 
diuresis 
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Pittman, of Ciba Laboratories, Ltd , for supplies of ‘ Metopirone ’ 
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A Clinical Prospect of the Cancer Problem Neoplastic 
Diseases at Various Sites 

Imrodiuiori Volwm. Editor D W SvttTHERS, M o , F R c p , 

FFR , professor of radiotherapy in the University of London 

London E & S Livingstone 1960 Pp 232 37j 6d 
The quotation at the start of this book neatly introduces us 
purpose “ To explode a myth is accordmgly not to denv the 
facts but to re-allocatc them” The myth is that something 
called “ cancer ” exists, and the faas that are reallocated are 
those concenung tissue development, senescence, injury, 
isolauon from control, and clmical observation The word 
“ cancer ” is usuallv applied to an assortment of phenomena, 
so jll-defincd that to group them into one narrow category 
serves no useful purpose Indeed, to do so is misleading, for 
It gives rise to the idea that the phenomena has some unique 
characteristic not possessed bv “ non-cancer ” The whole 
concept of the ‘malignant cell” is wrong Neoplasms, 
“ benign ” or ‘ malignant ”, are better defined as bclongmg 
to a category of phenomena wathin the larger group of tissue 
maldevclopments and malformauons, and arbitranly defined 
bv certain characteristics of behaviour, not of assumed cellular 
umqucncss Alalformations due to arrest of dev clopment come 
at one end of the scale which passes through those due to 
diffcrcnual susceptibility to m)urv or ageing to hyperplasia 
and neoplasia “ The degree of v ariauon from normal bchav lOur 
patterns changes continuously along a scale, with a tendency to 
mdependent p'ogression of each characteristic towards 
complete escape from control The w o'd cancer v aguelv cov ers 
the most disorganised of these tissue milfoTnations, being 
applied acco'ding to individual prcfc'cncc on the basis of a 
sclccaon of these degrees of change m several charaacnstics 
which arc expeaed to give rue to the greates da-'gc' to the 
life of the organisrt Since the meaning of this wo'-d can have 
no p'ccisc Iroundancs tl is side d-ath, it would be better if wc 
wc’C to abandon us use in co—munica iO“s having »ome 
p'C cnee to scicrtmc repo-ting ” 


The closely reasoned argument ranges widely over the manv 
special branches of study associated with the investigation of 
neoplasia The vicvvpomt is, however, that of the clmicnaii 
and there could be no better place to get die nght pcrspccuvc, 
for the invcstigauon of neoplasm is the investigation of 
individuals For too long the main emphasis of research has 
been on the mynhical “ cancer cell ”, trying to find out whv 
It is “ cancerous ” and how to kill it Chemotherapy research 
requires, in Professor Smithcrs’ view, much firmer clinical 
direction into channels where it has a chance of being effec¬ 
tive by the correction of particular abnormalities of function 
or by restoring the lost organisation of ussucs 

If this view of the problems of neoplasia is accepted (and it 
seems far more rational than its competitors), it is more 
profitable to think in terms of neoplasms of various tissues 
than of neoplasia in general Carcinoma of the lung and 
carcinoma of the bladder have some common charactcnstics 
and jusufy being placed in a single group of “ carcinomas , 
but they differ widely in most other charactcnstics, because 
the one is a malformauon of the lung and the other of the 
bladder This admirable bool is the introduction of a senes 
of volumes on neoplastic diseases at various sues, two of 
which, on the lung and bladder, have already been publish'd 
It IS a sumulaung vv ork 


; System In Infancy, Childhood 
1 Oxford Blaclwcll Sc enn c 
III rharirc C. Thnraas 1"'^ 


Diseases of the Nervous : 
nnd Adolescence (dth cd 

Publications Springfield, Ill Charles C Thomas ^ 
Pp 1548 Ell 160—Dr Prank R I otd s bool needs it e 
mtroducaon, and this edition retains the indisp-rsab’c quah u' 
of Its prcdeccs ors Ness concepts of ncurolop in 
mav cause the wl olc subjea to be rc vnt cn, but un il i ^ 
day I O'd stands alone fo' ai. hontv, comp cl en ivcr'' 

< vie Although revision has bc'-n extensive, 'O"’' re 
wo'i of impo'iancc has no found a phcc—'•o aO m 
a cas oegc-ciics, and thetrea’ment orcongenital ma''^o—a 
and acu c infccaons o*^thc ccn,ral nc'vous sp’cm 
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Cardiac Arrest and Resuscitation 
Dangerous cardiac inaction is due to one of three 
distinct condiDons—complete heart-block, ventncular 
hbnllation, or asystohc arrest ^ - Two of these three 
conditions are now readily treatable Heart-block can be 
overcome by admmistenng isoprenahne,^ or better 
by snmulatmg the ventncular muscle * ^ Ventncular 
fibrillation - can be stopped by passmg through the 
heart a depolansmg current of sufiSaent magmtude, 
voltages of 150-250 being usual Even aSystohc arrest 
will, m some cases, yield to so-called cardiac massage— 
an maccurate term, better replaced by “ cardiac pump- 
mg ” ® or “ intermittent cardiac compression ” 
Callaghan and Bigelow ’ sparked off the present 
mterest in the treatment of heart-block by amfiaal 
pacemakmg, and later Hopes and Bigelow ^ apphed 
their researches to the needs of cardiac surgery—parti¬ 
cularly to the treatment of acadental damage to the 
bundle of His, which is such a hazard m the repair of 
ventncular septal defects Direct electncal somulauon 
of the ventncles to produce pulse-rates exceedmg 
idioventncular rhythm is now accepted by all cardio- 
surgical centres, and attention is centred mainly on the 
most smtable way of achieving this The most widely 
practised method is that of Weirich et al ® m which the 
negative electrode is placed m the subcutaneous tissues 
or the muscles of the precordial region By means of 
voltages varying from 0 5 to 10, and currents of about 
5 milhamps, pulses at the required rate, usually lasting 
not more than 2 milhseconds, can produce cardiac con- 
tracnon at a pre-set rate, this bemg empincally deter¬ 
mined by what is considered normal for the mdividual 
under given circumstances Such a method of stimula- 
Don usually works well, and the indications for 
stimulation are steadily mcreasmg But long-contmued 
stimulation of the heart ®—for mstance, m postoperative 
heart-block and m Stokes-Adams attacks—presents 
difficulties Infection along the electrode tracks cannot be 
w arded off for ever Moreover the presence of electrically 
acti\ e foreign bodies m the myocardium eventually leads 
to fibrosis, and this m turn mcreases the electncal resist¬ 
ance of the tissues through which the current passes, 
consequently the stimulatmg voltages have to be gradually 
mcreased too And the need for a thoracotomy, and 
therefore for a thoraac surgical team, somewhat limits 
the availabdit}! of cardiac pacemakmg 


I Bigelow W G Surgery 1954 36 833 

T T 1 K R Bnt med Bull 1955 11 229 

3 Lillehei C IN J thorac Surg 1957 33 57 

5 ^'5,1Weale F E Gin i Hezp Rep 1960 109 147 

6 S^JJi f Deuchar D C Nightingale, A ib,d p 157 

7 r ^ V ^ Angclchik, J J Amer med An 1960 174 226 

R ^ P Bigelow W G Am Surg 1951 134 8 

£ weinch W L. Gotl V L Lillehei C W Surg Forum 19o8 8 31 
llietcnet A Hodges P C, LUlehci C W Dts Chest 1958 34 61 


The myocardium can be stimulated through the mtact 
skm by electncal mducDon,^'’ or even by radio- 
frequency tt 1-—a development which spurs the imagma- 
Don to the treatment of heart-block m outer space Both 
these methods, and also the implantation of tran- 
sistonsed mini ature stimulatmg umts ^4 body 

wall, reqmre prehmmary thoracotomy—an operaDon of 
some magmtude in padents not usually very fit In this 
coimtrji Weale^“ has shown that experimental pace¬ 
makmg can satisfactonly be achieved by stimulatmg the 
ventncles by an electrode passed through a penpheral 
vem mto the nght ventncle, and Furman and Robin¬ 
son ^®m the U S A have apphed this method successfully 
to two patients By this means thoractom}' and myo¬ 
cardial fibrosis are both arcumvented—and electrodes 
are at all times exchangeable But, whereas the patient 
with an implanted transistonsed pacemaker may be 
mobile and may theoretically need no attennon for any- 
thmg from four weeks to ten years,^* the patient with 
an electrode m the ventncles suffers some loss of mobdity 
The mtroduction of an electrode mto the myocardium 
via a cannula inserted through the chest wall ® has the 
same drawback, and vigilance is needed to avert cardiac 
tamponade With implanted transistonsed pacemakers, 
sQmulatmg voltages cannot be mcreased when electncal 
resistance has nsen, and the panent should probably not 
stray too far from medical supervision 
Attempts to correlate the rate of ventncular stimula- 
Don witih changmg physiological demands, such as 
standmg or exercise, have led to the experimental mtro¬ 
duction of pacemakers “ tnggered ” by the electncal 
changes m the atna, which m heart-block have no chance 
of influencmg ventncular rate and, mdirectly, cardiac 
output The P wave can be momtored from either the 
atnal surfaces or the cavities As with untnggered pace¬ 
makers, both the transthoraac and the venous- 
catheter techmques are bemg explored It cannot be 
long before theu chmeal apphcation wrll be reported, 
though evaluation of the advantages of “ tnggered ” 
pacemakers over the ones at present m use promises to be 
a cardiological mcety It is claimed that “ tnggermg ” 
may mcrease cardiac output by some 15%—a figure 
conceivably of important margmal value 

McMillan - has showm that ventncular fibrillation 
IS best treated by thoracotomy, not only because 
defibnllatmg apparatus is designed only for mtrathoraac 
use, but also because sometimes ventncular fibrillation 
cannot be distmgmshed from asystohc arrest unless the 
heart is rapidly exposed to the surgeon’s eye This 
operation has a success-rate of only 24% under operating- 
theatre conditions, and, outside the operating-theatre, 

“ penknife ” thoracotomj has yielded a most discourag- 

10 Abrams L D, Hudson A Light\\ood R Lancet 1960 i 1372 

11 Glenn W W L Mauro A Longo, E La^^eles P H, iMacka>, F 
Heu Engl J Med 1959 261 948 

12 Leatham A Robmson B Siddons H , Davies J G Lancet, Jul> 2, 
1960 p 49 

13 Sennmg A J thorac Surg 1959 38 639 

14 Chardack W Gage A \ Greaibatch W Surgery, 1960 48, 643 

15 Wcale F E Lancet 1959 ii, 73 

16 Furman S Robinson G Surg Forum 1958 9 245 

17 Ross J K Harkins G A Lancet 1959 ii 1109 

16 Stephenson S E Jr Edwards H, Joll> P C, Scott H VC* Jr 
J thorac Surg 1959 38 604 

19 Folkman M J VTatkms E Surg Forum 1958 8 331 

20 Bame C K VTcalc, F E Thorax 1960 15 177 

21 Milstem B B Ann R Coll Surg Ergl 1956 19 69 
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ing success-rate ® When facihues for obsen anon are 
cxccpDonallj good—for example, when the paDent is 
being obsen ed electrocardiographicalh —the situauon 
IS somewhat different Here defibnlJation maj be 
achicicd by a catheter electrode,^ or bj direct cardiac 
puncture of the ventncular canty and the passage of 
defibnllating shocks through an insulated needle with a 
bare tip Pronded such equipment is kept readj, a 
thcrapcuDc test need take onlj a few seconds before 
thoracotomy and intermittent manual compression arc 
miDated 

Asj stohe arrest is thus the remaimng hurdle Wood¬ 
ward has found that someumes the heart-beat is 
restored bj immediately elciating the hmbs, which fills 
the arrested heart with blood, but the main method of 
treatment is sail direct manual compression coupled 
with intracardiac injecnon of adrenaline or calcium 
chlonde 


Iron-retention Diseases 


HrEMOCHROMATOSis in the foim of “ bronzed dia¬ 
betes ” IS well know'n, though uncommon, in Europe and 
America It is thought to be caused by sbghtlj mcreased 
absorpoon of dietaiy iron, amounung to about 3-5 mg 
daily throughout life In South Africa excessive iron in 
tlic tissues of the Bantu population was first noted some 
years ago, and examination of tissues from patients 
who had died m hospital or acadentally suggested 
that the prevalence of such siderosis lies beuxeen 
40% and 88% The amounts of iron have varied from a 
slight excess to a dcposiDon as severe as in idiopathic 
hamiochromatosis This state of affairs has been 
explained m wo different wajs J and T Gillman 
considered that the siderosis was caused bj a wadespread 
metabohe defca assoaated with chronic malnutriuon, 
whereas Walker and Arvidsson ='■' beheved that it was 
caused b> exccssix e iron intake, because the Bantu cook 
their food and prepare their beer in iron cooking-xcssels 
The two schools also differed about the pathological 
changes in the h\er The Gillmass thought that iron 
was first deposited in tlie lixer cells thcmsches, whereas 
■^^alkER’s group thought the rcticulocndothchal cells 
were first imohcd Bothwell and Bradlow-" have 
rcin\ esDgated this problem bj exarmmng tissue from 
Bantus who had died accidcntalU, thex studied the 
histopathological changes in the li\ er and, in some cases, 
the spleen, and tlicx estimated the amount of iron in the 


Dssucs 

Bothwell and Bradlow studied the livers of 147 
pauents and the spleens of 50, most of ilie pauents were 
aged 20-50, and onlj 16 were females The iron 
concentration in the liver exceeded the normal mxximum 
of 0 in all except 16, and tlic concentnuon tended 
to rise with age, reaching a maximum at 10-50 when the 
average iron concentranon was as much as I 10 
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Some degree of siderosis of the hver was found m 89 , 
of tlie pauents, m 59°o it was mild (i c, not more iha" 
1 0%, which is a concentrauon of the same order av ihi 
in idiopathic haimochromatosis) Histological studies 
showed quite clearly that the haemosidcnn granulo 
were deposited first m the hver cells, and appeared in 
tlie Kupffer reuculoendothehal cells onl} when th 
higher concentrauons of iron were present Portal 
fibrosis developed only when the iron concentration 
was reall} high, of 40 subjects with iron concentrations 
betw een 0 50 and I 99% only 8 had mild portal fibrosis, 
and in 1 it was assessed as moderate But the 11 
pauents with iron concentrauons above 2% all had 
portal fibrosis, in 2 this was mild, in 5 moderate, and 
m 2 sev'ere, m 2 there was frank arrhosis Investigation 
of the spleens show'ed that the iron concentrations 
paralleled tliose m the hver 
These results support the opimon of the Gillmaxs, 
which IS hnked with the observauon tliat a similar 
distribuuon of iron m tlie liver is found in arumals fed 
on deficient diets with considerable added iron The 
appearances are quite different from those caused b) 
iron accumulauons following haemolysis or infection, in 
these arcumstances it is the reuculoendothehal cells 
tliat take up most of the iron But Bothwti l and 
Bradlow ate an invcsugauon which suggests that the 
diet of the Bantu in Johannesburg, tliough not opumal, 
is not in fact gravely deficient in any of the mam 
consutuents and is certainly not comparable to the 
laboratory' ammals’ diet of uncooked corn meal Among 
the Bantu iron intake is undoubtedly excessive, often 
cxcecdmg 100 mg a day, and the average scrum iron 
level in Bantu males is about twice that in white males 
On the other hand, it has proved very’ difficult to produce 
arrhosis of the hver in ammals by overloading the 
Ussues with iron, and since recent invesugations and 
tlic features of idhopathic hmmochromatosis suggest 
that portal fibrosis depends on the iron exceeding a 
mimmum concentration, some addiuonal factor mu't 
be needed Chrome malnutnuon docs not seem to be a 
suffiaent cxplanauon, nor docs variauon m the rauo of 
iron and phosphorus in the diet A different explanation 
has been proposed by Golberg and Smith °° 

When rats are given excessive amounts of iron bv 
parenteral injecuon, iron accumulates in the liver and 
other ussues, but no hcpauc cirrhosis is found even 
after so large a stretch of a rat’s life as two yean 
Golberg and Smith found that when such iron over¬ 
loading was combined with oral administration of the 
anumetabohtc Di-ethioninc, or with a diet poor in 
protein and vitamin E, hcpauc arrhosis apponreu 
within a few wcels They think that the mechanism o 
the siderosis is “ pnmanlv one of cxccs'ivc iro"^ 
binding in the liver, from which the increased iniestiri 
absorption follows sccondanlv ” And they point 0 J> 
that in these condiuons, unassoaated with hTrnoU 
or marrow aplasia, the common faaor is “ rctual 
potenual liver damage, the latter tating the form c 
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disordered metabolism of the hepatic cell ” They 
suggest that such hver damage mvolves the excessive 
production of an iron-bmding material which they call 
“ haptosiderm ”, and which may be similar to the 
copper-bmdmg polypeptide isolated from the hver m 
Wilson’s disease This explanation would reconcile 
the hypotheses of Gillman and of Walker and their 
co-workers smce the disordered hepatic metabohsm 
postulated by Gillman would be responsible for the 
excessive iron uptake from the undue amount of iron 
m the diet noted by Walker Golberg and Smith 
beheve that the low protem content of the Bantu diet 
may be the responsible factor, the survey in Johannes¬ 
burg mdicated that the average daily mtake of animal 
protem was 25 g and of vegetable protem 39 g, which 
IS certainly less than the usually recommended daily 
minim um of 80-100 g protem Other deficienaes 
may be revealed by further work on this syndrome 


Annotations 


DIURETICS 

The observations that the sulphonaimdes were poten¬ 
tially diureuc ^ eventually led to the producuon of potent 
diuretics such as the chlorothiazides Their widespread 
use m the past two years or so has underlmed their 
value m the management of (Edema and has also 
enhanced our imderstandmg of kidney function These 
advances m knowledge have been assembled m a speaal 
issue of Chemotherapia ^ m honour of the recent Basle 
Intemauonal Congress of Internal Mechcme at which 
oedema was chscussed 

The benzothiachazme group of chureucs probably affecT 
sochum excretion m the proximal tubule and potassium 
excretion m the chstal tubule, and some support for this is 
afforded by the stuches of Darmady and of Gaunt et al ’ 
on the selective locahsauon of radioactive hydrochloro¬ 
thiazide m these areas The mechamsm of tubular 
mterference is ill-understood, but the effect on sodium and 
potassium excretion determmes their mam advantage and 
disadvantage To displace the protot 5 rpe, new diuretics 
actmg m this manner should be expected to cause mcreased 
sochum exCTetion with dimmished potassium excreuon 
Thus far, none of the growmg family of chlorothiazide 
analogues has a significant advantage, mstead, commercial 
compeution has led to such small refinements as the mcor- 
porauon of potassium, but the dose of potassium chosen by 
the pharmaceutical company may be too small When long¬ 
term diurenc therapy is necessary, and particularly when 
the underlymg cause of (Edema is hepatic cirrhosis, 
adequate oral potassium supplements are essential This 
IS effecnvely and palatably admmistered m an effervescent 
tablet contammg potassium bicarbonate, potassium acid 
tartrate, and anhydrous citric acid, as devised by Had- 
graft * at the Royal Free Hospital Each tablet contams 
about 6 5 mEq of potassium and is eqmvalent to 0 5 g 
of potassium chloride, a dose of 8 tablets dailj is recom- 
mended for cirrhonc patients on a low-sodium chet' 

1 Schwartz, W B Act. Engl J Med 1949 240, 173 

2 Rcntchnick P Chemotkeraeta 1950 1 225 

3 Gaunt R Renzi A A dhart J J ibid p 23S 

4 Hadgraft, J W Pharm J 1960 184 277 

5 Sherlock S Pracntwrier, 1960 185,492 


Hypokalsemia is but one of the imdesirable consequences 
of effective churetic therapy, others include hypochlor- 
aemic alkalosis, low serum-electrolytes, hitperuricffitma, 
hyperglycasmia, and rashes and thrombocytopema ® 
The development of h 3 iperglyc£emia and glj'cosuria due 
to these sulphonamide-type churetics is somewhat 
unexpected smce another family of sulphonaimdes has 
precisely the opposite effect Goldner et alhave shown 
that this comphcation is restricted to chabetics and 
prediabeucs 

When oedema is assoaated with hyperaldosteromsm, 
administration of the aldosterone-antagomsmg steroid, 
spironolactone, has a potent diuretic effect by actmg on the 
distal tubule The use of spironolactone together with 
chlorothiazide has proved a synergistic combmation m 
cirrhotic patients with asates resistant to either churetic 
alone ® Shaldon ° has reviewed his experience of the 
management of flmd retention m 51 arrhotic patients m 
the past eighteen months, m which spironolactone has been 
available for clmical trial 33 (65%) patients responded to 
a low-sochum diet and either a mercurial or chlorothiazide- 
type churetic, and 18 (35%) also needed spironolactone 
Only 4 (8%) patients had no satisfactory churesis, and 
these subsequently ched of hver failure His recommended 
churetic regimen for patients with hepatic arrhosis is 
midally rigid chetary salt restriction and bed rest, if this 
is msuffiaent one of the chlorothiazides and potassium 
are given If thiazide therapy has not produced satisfactory 
churesis m a week, spironolactone is added and potassium 
supplements are reduced Satisfactory churesis usually 
starts withm three days and contmues at a slow steady 
rate Unmterrupted combmed churenc therapy may be 
necessary for some months to ehmmate ascites, and 
thereafter it is contmued mdefhntely Fmally, if the pauent 
fads to respond to this combinanon, it may be worth 
admmistermg an osmotic chureuc—mtravenous mannitol 
—^m an effort to minate churesis This carefully planned 
regimen has virtually ehmmated resistant ascites, repeated 
abdommal paracenteses, and the use of Southey’s tubes, 
but close supervision is imperative if electrolyte chsturb- 
ances and hepatic coma are to be avoided 

Smce the choice of churetic was last chscussed m these 
columns,^'’ spironolaaone, which then appeared promismg, 
has become freely avadable and its value has been firmly 
estabhshed Its widespread and mchscrimmate use may, 
however, lead to some chsappomtmg results and to 
criticism of its lack of efficacy m certam oedematous states 
This can be expected if aldosterone antagomsts are 
admmistered where oedema is prmapally due to faaors 
other than hyperaldosteromsm Some patients ivith 
congestive carchac failure, for mstance, do not secrete 
aldosterone m excess and it has been suggested that 
urmary aldosterone levels are normal m “ left-sided ” 
heart-failure whereas they are elevated m “ right-sided ” 
heart-failure Spironolactone will be used more 
rationally when a techmque has been devised for detectmg 
more reachly cases with hyperaldosteromsm 

To this means of penpheral blockade of aldosterone are 
now bemg added central inhibitors of aldosterone secrenon 
One such substance—methbipirrapone or SU4885— 
selectively inhibits the lip-hydroxylation of steroids m 

6 V€>grat R Chemotherapia 1960, 1,327 

7 Goldner, M G , Zorowtz, H , Akgun, S eta Engl J Med 1960,262, 
403 

8 Shaldon S McLaren J R , Sherlock, S Lance , 1960, i, 609 

9 Shaldon S Proc R Soc Med (in the press) 

10 Lancet 1959 u, 279 

11 Laragh J H m The Clinical Use of Aldosterone Antagonists (edited 
In F C Banter), p 49 Oxford 1960 

12 Wolff, H P , Koezorek, K R. Buchbom E Lancett 1957, ii 63 
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tlic adrenal cortev, and so reduces sccrcnon of the three 
mam corucoids—aldosterone, corticosterone, and corti- 
soP ” Liddlcobserved no significant differences 
benveen this central inhibitor of aldosterone sccrcnon and 
a pcnphcrallj acung spirolactonc in the urimrj output 
of sodium and potassium in a hcaltlij subject maintained 
on a constant high-sodium diet and prednisolone On 
p 1330 of this issue. Dr Shaldon and Miss McLaren 
report their prcliminarj observanons of the use of the 
hidrochlondc of methbipyrapone—metopironc (Su-8S74) 
—also a central inhibitor of aldosterone secrenon, in 
2 cirrhouc pauents Botli had longstanding ascites 
uliich had proved resistant to various conventional treat¬ 
ments Metopironc alone caused slightlj increased 
urinarv sodium levels m 1 but not in the other, and the 
clinical state of botli patients remained unchanged The 
addition of chlorothiazide promoted diuresis, indicating 
that It behaves sjnergisucally with metopironc (a central 
inhibitor) as well as with spironolactone (a peripheral 
antagonist of aldosterone) On theoretical grounds, it 
could be predicted that spironolaaone vvould be 
ineffective if aldosterone producuon were being blocked 
bj metopironc, and Shaldon and AicLarcn do not c\plam 
why they used this seemingly mcompaublc mixture 
Nonetheless, spironolactone was added to the combina¬ 
tion of metopironc and chlorothiazide with quite dramatic 
and unexpeaed potentiation of sodium diuresis But 
perhaps cv cn more important arc tlic theoretical imphca- 
tions of these findings The 1 l-desowcorticoid precursor 
of aldosterone has not yet been isolated, but if it accumu¬ 
lates as a result of metopironc blockade, then possibly 
It IS antagonised by spironolactone Although some of its 
properties can be surmised according to this hypothesis, 
the next essential step is to endeavour to isolate it 

THE OXFORD CLINICAL SCHOOL 

In Its Michaelmas number, the O\ford Medical School 
Gazettt. (alvvavs a livclv publication) has a symposium on 
the future of the Oxford clinical school This shows again 
the diflicultv of breaking a tradiuon—in this case the tradi¬ 
tion that the Oxford prcclmical student leaves the rarefied 
atmosphere of Oxford for “ a little Smithfield Market atmo¬ 
sphere, or the like ” In writing of the present problems 
of the school the fiv e Nuffield professors suggest that the 
biggest diflicultv is that there arc not enough students and 
that their eahbrc is not high enough This difficulty has 
persisted even though the school, whicli is already well 
established m graduate teaching and research, offers the 
student excellent facilities—facilities so good, indeed, that 
tlic Goodenough Committee suggested that us role should 
be to turn out consultants, inv e'sugators, and teachers 
The professors believe not only in what thev can give to 
the students but also in what the students can giv c to them, 
and thev find unthinkable anv suggestion that the whole 
scheme should be abandoned—after so much money and 
effort have been invested in it 

Tlie number of clinical students from Oxford would 
increase if the Oxford prcclmical teachers did not remain, 
fo' the most part, icnomnt of what goes on in the tcaehing 
hospital some eju'^rter of a mile from their laboraicics 
And the numKr of ehnical students from elsewhere might 
in,.rcasc if the Oxford clinical school advertised more 
sf ilfullv m otl cr p'cehn cal schools—not excluding 
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Cambridge But tlic difficulty of finding the right 
candidates for medicine is something which all face 
alike Most teachers agree that, of their more talented 
science pupils, the proportion choosing a medical career 
IS now lower than in the years immediately after the war 
The propaganda of Ward 10 may encourage patients to 
entrust themselves to our care, but wall hardiv induce 
clever young men and women to become doctors If some 
of the medical information given through television, sound 
broadcasting, newspapers, popular lectures, and the like 
could emphasise not only the human side of medicine but 
also the scicnufic satisfaction to be derived from it, then 
more of tlic most able minds might be attracted to the 
profession 


WATER 

To judge from lus report for Ib59 Dr I Gordon, 
medical ofticcr of health for Ilford, would have found 
himself among kindred souls at the recent UNnsco con¬ 
ference on the problems of the and lands The borough 
draws us water partly from tlie Metropolitan Water Board 
and partly from the South Essex Water Company Even 
in 1959 the first gave almost all that was asked, but the 
supplies from the latter were at times so insuflicient that 
even the school privies could not be flushed No-one 
seems to have died of tlurst, but 25 gallons per head per 
diem IS not really enough The S E W C docs not expect 
much improvement for several years It has some large 
engineering projects m hand, but the amount of water 
which It draws from the M W B cannot be increased until 
1968 and it is still uncertain whether it will get permission 
to abstract more water from an unnamed river (Essex is 
not so rich in purling brooks as to make tlus puzzle very 
difficult) The M o it is cross (and we do not blame him 
for It) because the S E W C did not foresee the shortage, 
has no representative of his authority on its board, provides 
no annual report, and seems to have rather old-fashioned 
ideas on public relations The privately owned statutory 
water companies arc some of the most efficient utilities m 
the land, but cfficicncv at any level is no excuse for failing 
to wan the public confidence Those who enjoy a monopoly 
must take the lead m exorcising the popular image of a 
suffermg “ we ” and an omnipotent “ they ” 

The fundamental worry of all suppliers of water in the 
London basm is that it is one of the driest parts of 
England and for more than sixty years tltt: level of the 
water table in the surrounding chall has been falling 
Tiic M W B makes up its supplies from springs and wells 
in Hertfordshire and Kent and by drawing on The Tlnmcs 
The SEWC serves a less favoured area without any 
great river and must do its best in a country notorious for 
brackish waters At the same time the demand continues 
to increase There arc not onlv more people but also mo-c 
bathrooms Industrv is insatiable, and we arc sure the 
time has come when some more pressure should be put 
on the more lavish users to find wav s either of savanc wa’cr 
or of re-using it after purification Rationing hv price ha' 
faded Some tiiirstv businesses, such as brcwcncs, dra v 
from their own artesian vvclls, but this water comes from 
the same straia that supplv the general public Dn' 
indusj-ia! lust for more and more wi’cr is not limiied m 
London, and even in ucli places w Vvalcs (wlvvc w'’ t 
vasitots find water m cxcc"} it tu v cau cj ahrm ar J f e-cf 
\nother class o'" U'crs vs ho have troubled 'one sma! e 
unJcrlal mgs arc. the dair farr cr* sho <‘"tea, fi>'rea a* 

whicli arc nlmo ' fo'go tea, enjn a supply ci'l at a ‘‘’’-s. 
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rate or free An ample supply of clean water is a sme-qua- 
non for dairymg, but, havmg onlj two hands, the busy 
farmer someomes finds turrung off the tap beyond his 
powers Lastly there are those—espeaally m suburban 
distncts—^who wish to wash their cars and water their 
gardens, and for these Dr Gordon seems to have a soft 
spot We wish that we could share his syTnpathv, but 
doubt whether this class of user got much attention at the 
UNESCO conference 

We owe the be ginnin gs of our admirable supphes of 
potable water to the samtary awakenmg m the nuddle of 
the last century Clean water meant freedom from 
typhoid, dysentery, and cholera, and this is soil the mam 
reason for its supply Many mdustnal processes caU for 
clean water, but relatively few for water of potable quahty 
If the difficulties of supply forbid a separaaon of “ clean ” 
and “ potable ” we can at least value the latter at its proper 
worth as one of the buttresses of our pubhc health When 
water is short we w’ould encourage any water imdertakmg 
anywhere to forbid the use of its valuable product on the 
cabbage patches and to enforce this ruhng with all its 
powers Any number of waterbutts can be filled from the 
roof, and the real enthusiast can dig his own well—as 
many cottagers have done and some stiU do And, if the 
gardener is too lazy for these measures, let him grow only 
those plants which will stand the drought as his fellows m 
less humid chmates have done for centuries Then the 
children m Ilford will be able to flush the pnvies 

FALLOUT IN AIR AND BONE 

As far as we know, no-one has fired a high-yaeld nuclear 
weapon for o\er two years, and this commendable 
omission is probably reflected m new details ^ of radio- 
acnve fallout m air and ram Airborne pamculate radio- 
acnvity m and around this country has been sampled for 
some years m the lower stratosphere, m the troposphere, 
and at ground level, and samples of ramwater are collected 
at two stanons for analysis of radioactivity The data 
show that concentrations m air and ram of long-hved 
fission-product activity reached a maximum m 1959 and 
have smce decreased significantly How much radioactive 
debris throtvn up by weapon testmg has snll to come 
down'> Worlong from observations on deposmon and 
pubhshed data on stratospheric mjecnon, Pierson et al * 
estimate that of a total mjecnon of between 51 and 
66 megatons eqmvalent fission yield, between 25 and 
40 megatons remamed m the stratosphere at the begmmng 
of 1959 And about 11 megatons came down during 1959 
If fallout is a simple exponennal matter, these estimates 
pomt to a “ common ” half-residence time of one to two 
years—^much less than was at one time supposed The 
stratospheric reservoir may thus be empty qmte soon 
New assay s - of radioacnve stronnum m human bone 
m the Umted Kmgdom m 1959 show some further 
mcrease for snllbom infants and children under 5, but 
m the second half of the year there was relativelv httle 
change compared with the first six months For the whole 
of 1959 the average level of '“Sr m bone samples from 
children under 5 was 3 05 jiuC per g of calaum (m 1958 
It was 1 4) The highest smgle value m 1959 was 9 5 and 
the lowest 0 4 For adult bones the average radioactive 
strontium content remamed a httle over 0 1 The new 

t Pienon D H Croolcs R. N Fisher E M R. Radioactive FJlout in 
^ T Rain AEM R335S H M Stationery Office 7 j 
i ^ledjcal Research Counal Monitoring Report Senes no 1 A5S3> of 

S^^onlium 90 m Human Bone in the United Kingdom HM Suuonert 
Office Pp 18 1 j 6cf 


momtormg report" which gives these figures records 
measurements made at the Woolwnch Outstation of the 
Atonuc Energy' Research Estabhshment and m Glasgow 
and Cambndge, but it mcludes no comment on the 
significance of the results That wiU come m the Medical 
Research Council’s second report on radiation hazards, 
to be pubhshed soon 

INTERTERRITORIAL MEDICINE 

Dec 1 was notable for surgeons and gymKCologists in 
West Africa, for on that day the West African Assoaanon 
of Surgeons came mto bemg and its constitution was 
agreed at the maugural meetmg held at Umversity College 
Hospital, Ibadan This was attended by 37 West African 
doctors who are practismg surgery—1 from Sierra Leone, 
3 from Ghana, and the remamder from Nigena At the 
opemng ceremony they were welcomed by' the Governor 
of Western Nigena, Sir Adesoji Adererm, the Om of Ife 
Sir Samuel Manuvva took the chair and was later eleaed 
the first president of the Assoaanon At the saennfic 
sessions, con tinuin g nil Dec 5, ten papers were read, 
cases were demonstrated, and a mommg was occupied 
with operanons by the hospital staff The Premier of 
Western Nigena, Chief the Hon S L Akmtola, held 
a recepnon for the Assoaanon, and he was also the mam 
speaker at its first dinner The Assoaanon of Surgeons 
of Great Bntam and Ireland, and the correspondmg 
Assoaanon m East Afnca, were represented at the 
meetmg The West Afncan Assoaanon of Surgeons is 
the first mterterntonal body of speciahsts m this parr of 
the world, and its successful start is encouragmg 

INAUGURAL REPORT 

The Wolfson Foimdanon, which was set up m 1955 
with the general aims of advancmg educanon and health 
in the Umted Kmgdom and Commonwealth, has pubhshed 
a report' of its first five years The first three were 
sensibly spent m assemblmg an effiaent admmistranve 
machme and m explormg needs, and the actual work did 
not begm nil July', 1958 But even m this restricted 
period over £3,300,000 has been distnbuted Of this sum 
almost £1,300,000 went to medical projeas Some of the 
grants given for new' buildmgs mclude £450,000 to 
provide the Royal College of Phy siaans of London with 
a larger home with more scope, £250,000 to build the 
Westmmster Hospital a modem school of nursmg, 
£150,000 to the Postgraduate Medical School of London 
for the Wolfson Insntute, which will ultimately house not 
only lecture theatres and common rooms, but also hbrary, 
museum, and laboratories, and £184,000 to the Insntute 
of Psvchiatry at the Maudsley Hospital to biuld lecture 
theatres and common rooms as the first mstalment of a 
larger scheme 

Another senes of grants has gone to help research 
The Bnnsh Empire Cancer Campaign is to receive 
£150,000 over ten vears, and requests for apparatus and 
equipment will be met from this Wolfson fund It has 
already provaded a mobaltron tmit to St Thomas’s 
Hospital, a new cobalt source to the theratron umt at 
Mount Vernon Hospital, and four chmanc chambers for 
the Edmburgh ammal supply and research umt Support 
to mdivadual workers includes a fellowship to Mr A A1 H 
Bennett for his studies on the apphcanon of stereotaxic 

1 The ^S*oJfson Foundaucn Repo-t 1055-60 Obtainable from the di'xao 
of ihc Tnist l-eut.-General Sir Harold Redm-n 20 Copth-JIA\cauc 
London EC2 
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techniques m cerebral surgers, and a grant to Mr VTtlie 
McKissock for anatomical and biochemical im esugauons 
of cerebral haimorrhage Medicine wll also benefit from 
man; of the Trust’s cducauonal benefactions The work 
of the new institute and chair of criminologj, for instance, 
will cot er medical and social aspects of criminal behataour, 
and the new unit ersitv halls of residence in London and 
Glasgow will doubtless shelter some medical students 
from the harsh rcahties of lodging-house hfe 


NEW RESPIRATORY VIRUSES 

Respirators infections are the commonest cause of 
disease, disabihtj, and death in this countrv The 
Newcastle upon Tjnc surtcy* has again demonstrated 
the importance of these infections in children under 
5 jears In the U S A a study of 10 ‘‘ healthy ” joung 
adults showed that in nme months each had on aterage 7 
discrete minor illnesses, mostly intolving the upper 
respiratory tract' Strides have been made m determimng 
the \aral aitiology of those infections not due to bacteria 
New mj’Nonruses (para-influenza types 1, 2, and 3) 
hat e been discovered,^ and the role of the adcnonruscs * 
has been clearly shown on an earher page of this issue 
Mr Bell and his colleagues describe an outbreak resemb¬ 
ling pharyngoconjuncuvitis which was associated with 
t\ pe-3 adenot irus There is also one other new myNonrus 
—S A ’—that may cause respiratory disease in man 
Sabin * has described a new group—the rcoviruses 
—some of which cause such disease ’ Members of the 
enteronrus family also cause respiratory disease, and 
Coe * virus and the newly isolated common-cold viruses “ 
may prose to be members of this family, ;ust as the JH 
and 2060 ” viruses probably arc In 1944 Eaton et al 
described the isolauon of a virus from patients with 
primary atypical pneumonia and cold agglutinins This 
finding proved difficult to confirm, and it has become 
evadent that some outbreaks of this disease arc due to 
Rickettsia burtieti and tint others arc probably due to 
adenovirus infections, but in 1957 Lui triumphantly 
vindicated Eaton’s early work by rcisolaung the virus 
and demonstraung its presence in infected chick embrvos 
by the fluorcsccnt-antibodv technique “ There is also 
another virus, originally called chimpan 2 cc coryza agent 
but also called respiratory syncyUal agent,which is 
so far not classified 

Tlus varus has been shovvai to cause disease in man *’ 
but has not proved easv to isolate Nevertheless Beem 
ct al have isolated it from 21 of a group of 46 patients, 
aged 0-6 months, vvatli rcspiratorv illness Thev used 
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HEp 2 cells for isolation, but ihcir success almost certamh 
derives from the fact that the cultures were inoculated 
only 1-3 hours after tlie specimens were collected 
Specimens were not frozen, and it was subsequently found 
that this virus is particularlv susceptible to freezing and 
thawing One cy dc reduced the Utre, and storage at -^30 C 
(vvaih slow freezing) for fiv e day s destrov cd the infectiv ity 
of a sample vvath a utre of 10“’ T c n Virus could, on 
the other hand, be stored satisfactorily at -50 C aficr 
bemg rapidly frozen at -70'C Specimens that had 
yielded a respiratory syncytial varus were frozen and 
thawed three times to destrov this vims and were 
reinoculated into tissue cultures, but no addiuonal 
isolanons were made 

The study was performed on two groups of children 
(inpatients and outpatients), and in each group children 
with respiratory illness and controls were cvamincd 
Of 83 mpaticnts 27 yacldcd tlie vams, whereas of 
42 controls none did Similarly, of 85 outpatients 11 
had the varus in their throats, whereas of 81 control 
children none did The vams was usually isolated early 
m the disease Of 23 patients tested, 16 showed a rise in 
complement-fixation and 14 a rise m ncutralising- 
antibody utre in conv'alescnce Most of the infants in 
whom anubodies did not develop were under 6 months 
of age Bactenological studies failed to reveal any differ¬ 
ence in flora between vims-positivc and vims-ncgative 
cases, except that Hictiiophtlits itijlucuacc was isolated four 
times as oficn from vims-negativc cases 
From this study it seems that respiratory syncytial 
vims was an important cause of respiratory illness m 
Chicago in the winter of 1958-59 


MORTUARIES 


Medicine, Science, and the Lan, the official journal 
of the Bnush Academy of Forensic Science, has got 
away to a good start, and, judged by the first issue,' it will 
interest many besides members of the Academy 

This issue includes a paper by H A Sissons, delivered 
at the first annual meeting of the Academv, m which he 
demands rethinking about public mortuaries He sup¬ 
ports this demand by cuing a letter from the Widdicombc 
Flic ’ and recounting the difficulties, and indeed dangers, 
confronting those who work in these places In hospitals 
it may be necessary onlv to remind the clinicians of the 
teachings of Scmmclwcis, but in public mortuancs the 
operator has no sure target for his plaint The coroner, 
for whom he is vvorling, has no direct control over any 
mortuary and may adopt the atutude that some other 
person will do the worl without gmmbling Flic local 
authority, which provides and staffs the mortuary, is 
reluctant to spend money, unnecessarily as it seems 
Sissons recommends centralisation to male worth v hilc 
the provasion of proper facilities—a suggestion that wall I c 
vvadciv supported -Ml necropsies, including tho'c under¬ 
taken to satisfv some apparently trivial legal con ide-a- 
tion, should be earned out with the aim of advancirg 
Jjiowledge This aim cannot he pursued v here indiffccat 
opeiators vvo-l in unsuitable surroundings 
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BRITAIN AND AMERICA 
Some North Atlantic Surgical Views 

Francis D Moore 
M D Harvard 

MOSELEY PRO'ESSOR OF SURGERY, HARVARD MEDICAL SCHOOL, 
SURGEOV-IK-CFIEF, PETER BENT BRIGHAM HOSPITAL, BOSTON, MASS 

Travelogues on the “ American scene ” have been a 
constant feature of British hterature smce the days of 
Captam John Smith Smce the war, there has been a 
resurgent outpourmg of articles deahng particularly with 
surgery, medicme, and medical education j To the 
American reader many of the features of American surgery 
that seem so mexphcable to the Bntish visitor are to be 
explamed bj the differences between our two countries 
relative to the demand—the market—for the educational 
end-product the young surgeon now ready to undertake 
the most expert pracnce, and a umversity post m teachmg 
and research 

In the Umted States there are many commumties, 
built withm the past fifteen years, that do not have a well- 
orgamsed medical estabhshment In many cases they 
have a severe dearth of doctors and no hospital These 
are not commumties m the high hill coves of eastern 
Kentucky, where long-boned hiUbiUy riflemen sit around 
a wooden shack whitthng on a sack These are suburban 
commumaes of modem so-called “ ranch-t 3 rpe ” dwell- 
mgs that embody the proverbial Amencan standards of 
plenty two chickens m every pot and two Cadillacs— 
or at least Volkswagens—m every garage Many of these 
new commumaes are m the west, but they are not confined 
to the west On Long Island, and m the suburban areas 
of Philadelphia, Baltimore, and Boston, one finds whole 
new developments of 10,000 to 50,000 people that have 
been built up where there was nothmg before the war, 
and where any sort of medical estabhshment must be 
created out of whole cloth, or the small existmg ones 
expanded tremendously 

It IS a notorious fact—often dwelt upon by Briash 
commentators—that many surgical operaaons m America 
are done by people who are not surgeons by traiiung or 
educaaon It is easy to assign this fact to lack of organ- 
isaaon, to lack of proper control and hcensmg, or to 
unvarmshed avarice Doubtless it is true that a certam 
fiscal aitracaon is revealed by the scalpel blade, yet even 
such self-seekmg does not fully account for the Amencan 
diffusion of surgical work, as one can readily saasfy oneself 
by makmg rounds at many commumty hospitals There 
simply' are not enough highly educated surgeons to go 
around A study by Dr Fred Coller (1957) showed that 
m some States almost 30% of the operaaons were per¬ 
formed either by general pracaaoners or by osteopaths 
This is why there is such an urgency about our need for 
more medical schools and our concern over the post¬ 
graduate residency system 

In each hospital the residency' sy stem—or registrarship 
roster—mu st be as large as possible withm the limi t 

* Abstracted from the Moynihan annual lecture, Uim ersitj of 
Leeds, Sept 24, 1959 This was the occasion of the 50th 
annu ersarj of the founding of the Movnihan Chirurgical Club 
t For reasons of length, the bibliographj on transatlantic surgical 
visits cannot be published in fiill, it is available from the 
author 


imposed by the need for each resident to have adequate 
personal expenence Today there are almost 15,000 
Americans m residency trainmg This number is close 
to 10% of the total number of physiaans who devote 
themseh'es to the care of the sick Phrased another way', 
a large fracaon of the American medical profession is 
clad m white suits, hvmg m hospitals, receivmg hopelessly 
inadequate fiscal support, providing care to the popula- 
aon—and aU m the name of educaaon 

As a result of this “ seller’s market ” the young 
Amencan surgeon fimshmg his residency at a good 
msatuaon will have five or six attracav'e jobs hned up 
for consideraaon by the time he completes his hospital 
work These posiaons may range all the way from a 
private group pracace to an assistant professorship in 
a umversity department with opportumaes for teachmg 
and research at one of the new medical schools 

Contrast this now with the situaaon m Britam A 
young man with a good surgical educaaon seems to 
have to wait for someone else to move along before he 
can obtam a foothold as a consultant According to one 
mterpreter of the Nauonal Health Serv'ice, the need for 
more consultants is there but simply' cannot be met 
because of the rigid tables of orgamsaaon set up by the 
N H S m the teachmg hospitals 

A further contrast here is of interest I know of one 
of your urban teachmg hospitals m which there is a 
surgical capacity of 140 beds To take care of these 
paaents there are six staff surgeons The Brigham 
Hospital, m which our department is located, also has 
about 140 surgical beds We have approximately twenty- 
five staff surgeons lookmg after these paaents One rmght 
say that we are overstaffed, although the balance seems 
to be a healthy one and gives men ame to devote to 
teachmg and mvesagaaon There can be no quesaon 
at aU but that the Bnash hospital m this mstance is 
senously understaffed All six of the staff members feel 
this very keenly smce they have but httle time to deal 
with aspects of surgery other than operaave care 

Regardmg the wait for consultant posts m England, 
one of your deans pomted out that the great majority 
of new medical graduates had to go mto general pracace, 
and added “ Although the holdmg of a jumor registrar- 
ship should be of great advantage to anyone takmg up 
general pracace it will be unfortunate if general praca¬ 
aoners have to be recruited from the ranks of dis- 
appomted ‘ tramee consultants ’ ” {_Bnush Medical Journal 
1950) This makes qmte a conttast with the USA 
wherem the reverse trend is often sadly nouceable An 
example is that of a man whose surgical traming has been 
largely on the clmical side, who then finds himself m a 
posiaon as chief of service at a veterans hospital or as 
assistant professor m some medical school wherem he 
wishes he knew much more about research and acadenuc 
life than he actually does 

What IS the reason for this difference ’ According to 
one explanaaon, many of the conaasts m surgical trainmg 
and pracace and m hospital orgamsaaon are ttaceable 
to the difference between a well-estabhshed stable popula- 
aon and economy'm England and one that is imdergomg 
very' rapid expansion at this time m the Umted States 
Durmg decades when the Bnash populaaon was fairly 
stable, the number of doaors has grown at a steady rate, 
as is shown m the accompanymg figure Note that the 
slope of the curve as the number of doctors has mcreased 
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m Grcit Bnnin and Ireland is almost identical with the 
slope of increase in the United States, where, bj contrast, 
the population has grown significantK during this time 
The increasing complesitj of medicine has necessitated 
an increase in the ratio of doaors to population This 
has occurred in England, but in America the change in 
ratio has been continuoush retarded bj an increase in 
population growth, resulting in career opporrumties of 
an unprecedented sort 

Postgraduate Surgical Education and Surgic il Habits 
In the United States we are under pressure to produce 
a polished surgeon at the end of his residencj jears—one 
readj to take full responsibilit> in his commumt> or 
medical school In most well-organised institutions our 
residence sjstem has a basic tenet that so far as possible 
long-term plans should be made for a man The rcsponsi- 
hihtj for the jouthful surgeon must rest on one institution 
or be a joint rcsponsibihtj between two or three insutu- 
tions The initial postgraduate commitment ma> be for 
three tears, and if the resident does well he then goes on 
into the upper reaches of responsibilite His “chief” 
should remain loeal to his plans, helping to guide him 
through the \ agarics of \arious clinical or research oppor¬ 
tunities, and finalh assisting him in getting a job If the 
eoung man has am promise at all someone takes him 
under his wing and helps him plan 

At our hospital, as an example, the intern (house- 
surgeon) has a solid three-ecir commitment, and man> 
of these go on to a six-eear plan One reaction of the 
British surgeon, on seeing sueh a sestem, is that it is 
stultifeing, o\cr-protcai\e, surgical ‘ momism ” or esen 
popism ’ ‘ No one should sta% at am hospital for 

that long a time To which we would answer that these 
men do not remain in one hospital and that the sxstem 
IS therefore not stultifsing Indeed, at our hospital, 
again as an example the residence ineoKcs two com- 
raunite hospitals and opportunities at three different urban 
tcaehing hospitals In addition it insohcs, for those who 
wish to tile It a onc-\ear fellowship in the laboratorv 
or broid I he man emerging from it is somewhat less 
ul'ifcsi than one who has done nothing but clinical 
w O'k 

\s a MsiiO' in B'U un, I am impressed w th the apparent 
u,.v^ss a eo" ris’irg see cm m v hieh the eoung man 
I ‘ ea a [.s a se-i^-s o' unrelated p >s s, commonh las,ing 
go 1 M I* in s \ moa'l s at ane one hospital and often 
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in\oI\nng a whole senes of surgical sub- 
spcaalucs before he has had general 
surgical operatne rcsponsibihta The 
Briton is apt to emphasise the length of 
American residencx training, but for the 
joung Briush surgeon who fmalK takes 
some sort of a consultanca post there has 
been just as long a period of education And 
he is about the same age as his American 
counterpart On both sides of the Atlantic 
the extreme extension of tins training 
period, compounded b> National Sen ice, 
IS a major problem 

There certaink is a pronounced dificr- 
cnce in the degree of operatn e specialisation 
on the two sides of the Atlantit The 
Msiting British surgeon, iraselling in 
America, often finds that, in his opinion, 
American surgeons tend to be too special¬ 
ised As one of them said “ Voudon’tv.ir> jourworkatall, 
you just do one field of surgerj—something in the btlh or 
somctlung m the head—or else jou don’t operate at all ” 
The Briton is apt to sa> “In America >ou onlj ha\c 
specialists, in Britain we have general surgeons ” 

There may be some truth in all tins, but the tisitor is 
prone to overlook the fact that the American surgeon, 
while he may be moderately specialised in what he does in 
the operating-room (especially if it is a feature of his own 
research), is apt to be a “ jack-of-all-trades ” and scriousl) 
over-extended scientificallj in his approach to the 
biological sciences that underlie surgery or to other 
aspects of surger> with which he is concerned 

The British surgeon operates in a variety of clifrcrent 
patliological settings and organ environments, but 
frequcntlj his operations and their related visits constitute 
his entire clinical life So, when the visitor states that the 
Americans arc too specialised, he should realise that in 
their totahtj of aaivitj through a week or a month, 
thej ma> be much less specialised than their British 
counterparts 

Differences between the two countries, in surgical 
technique, have often been described I do not think 
thej art vtrj impressive Patients on both sides of the 
Atlantic seem to get along surprisinglj well' In general 
the American surgeon males a bit more fuss over the 
details of asepsis and is apt to be shocked b} the apparentiv 
casual approach in Britain None the less, we have our 
full share of the 20th-ccntur> hospital plague We ako 
maintain a phvsiological chart of the anxsihetiscd paiien, 
while vou rarelv do—an omission that often impresses 
us as dangerous The Briton is much more apt to pride 
himself on speed than is the American surgeon I here 
arc doubtless some American surgical habits that arc 
unncccssanlv slow Cenainlv some Briiish surgical 
traditions emphasise speed to the exclusion of other more 
worth-while objectives Detailed methods of steunne 
liTmostasis in open dissections arc surclv in coatra'’, 
but both arc clfcaivc 

Tlic differences in the objeeaivcs of the residen'" 
svstem have a lot to do with some of the minor difTcren C’ 
in operative procedure The Briton cominf to /vm'’ri ai 
states that he is apha't to <tc _omconc tal mg mo'c ifaa 
an hour to do a sub otal gastrcaomj Rcturnin™ 1 o 
blames it on th- Hakicdian sv tern cvervoa- sg'a i 
all their time clamping little bleeders and frittering ar 
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in the operating-room ” But this visitor often overlooks 
the fact that the man -who is domg the gastrectomj may 
veil be an assistant resident, domg his first or second case, 
and that, most important of all, the postoperative course 
of the patient is very smooth 
On the other side of the com, we are surpnsed to see 
semor British surgeons spendmg a lot of their time 
carrying out operations on patients whose operaeve care 
we would supervise but leav e m the hands of the residents 
If the professor of surgery at Leland Stanford, the Umv er- 
sity of Chicago, Johns Hopkins, or Harvard spent aU his 
tune operatmg on the ward service patients, he could not 
conduct a residency Tr ainin g programme, because no 
residents v ould want to work for him But, more impor¬ 
tant, he would never get anythmg accomphshed m the 
way of mvesugapon Here agam the pressure of work 
placed on aU of vou by a rather ngid table of staff 
orgamsanon seems impressive to us 
The Amencan is somewhat more prone to be concerned 
over the details of metabohc management of his patient 
and seems to have more of a desire to penetrate deeply 
mto responsibditv for the overall welfare of the patient. 
The Bnton, somewhat more hurried by a big operatmg- 
hst, IS apt to leave this responsibdity to others There 
may be a shght difference m philosophv here as to the 
content of surgery itself Certamly the Amencan trend 
IS increasmglv toward a unified view of surgery accordmg 
to which aU aspects of the care of the patient are the 
surgeon’s responsibihty I have tned to phrase our vnew 
as follows (Moore 1959) 

“The surgeon employs any effective means to serve the 
patient best In most instances these mdude an open dissection 
imder anaesthesia, as a surgical operation, together wnih 
supportive measures based on an understanding of the patient’s 
bodilv processes m recovery the responsibihtv of the 
surgeon extends mto all areas of human biologv so as to 
pronde the wise and effective care which is ever the trademark 
of good surgery ’’ 

One of our seemmgly msoluble problems is that of the 
so-called “ vamshmg ward patient ” This phrase refers 
to the d imin ution m numbers of free or chantv patients 
m our teachmg hospitals, occasioned by the growth of 
voluntary-hospital and surgical-msurance plans The 
alleged disappearance of this ward patient places the 
surgeon m a difficult moral and ethichl posture when he 
undertakes to discharge his responsibihties for post¬ 
graduate education m relation to the care of people who 
are, after all, private patients This problem is a very 
pressmg one m some centres m the U S-A 

The reasons for this vamshmg ward pauent can be 
summarised by statmg that we do not have a National 
Health Servace or anvthmg that approaches it, and that 
the growth of voluntary prepavment msurance m a period 
of fiscal plenty places a progressively larger fraction of our 
hospital populauon m the private and semipnvate cate- 
gones For the young man startmg out m practice, this is 
a part of the “ land of opportumty ” But for the teacher 
this is a real problem Particularly is it a problem if he is 
trymg to conduct a residency programme designed to 
make residents fiillv expenenced—^hke Athena, fully clad 
from the head of some surgical Zeus Various formula 
are bemg developed that pemut the private surgical 
teachmg hospital to address itself frankly to surgical care 
bv residents for sev eral categones of panents 

As travellmg Americans not only are we surpnsed to 
see your professors and semor staff members carrvmg 


out the straightforward gastreCTonues or colon resec¬ 
tions on the ward service patients, but also w e are quite 
envious of the volume of surgical problems that stiU 
present themselv es on the wards for the care and study 
of the surgical staff, the registrars, and the students 
Current economic trends m the Umted States, highlv 
desirable m most other wavs (bemg associated with 
“ prospenty ”), make surgical training progressiv eh more 
difficult 

Most Amencans who make anv effort to penetrate mto 
the admimstram e bureaucracy of the Nanonal Health 
Service are impressed with the honestv of local admimstra- 
non that makes it nm as well as it does Amencan gov em- 
ment tends to show its most seamv side m its smaller 
pohncal umts It is m the aty, town, and county gov ern- 
ments that the worst grafting, racketeenng, and misuse of 
pohncal pnvilege occur And it is m these same small 
local umts that your Nanonal Health Service must sink 
or swim on the basis of the honesty of its admimstranon 
and on the unbiased selecnon of the most competent 
mdividuals I think I am statmg accuratelv the senn- 
ments of many of my countrymen when I state that the 
Nanonal Health Service, as y ou know it m England, simply 
could not or would not work m America because we are 
not set up govemmentally or pohncallv to operate a 
homogeneous system free of speaal pnvilege on the 
tremendous scale required, and with our varymg local 
condinons 

Another mterestmg professional contrast between the 
two countnes has been the growth of the great private 
dimes m Amenca No such msntunons hav e grown up m 
the Umted Kmgdom or on the Connnent The best 
known of these dimes are the Mavo Chmc, the Lahey 
Chmc, and the Clev eland or Cnle Chmc With these as 
prototypes, many others hav e sprung up ov er the countrv 
In most if not aU instances these chmes hav e been bmlt 
around the professional skiU, busmess acumen, and 
pubhc-relanons sense of a surgeon or surgeons It has 
been the centripetal character of surgery that was 
responsible histoncaUy for the beginning of these chmes 
one surgeon of outstandmg skiU m some field of work 
attraaed referral patients from a very wide area With 
occasional exceptions, these pnv ate dimes hav e been 
attended by a considerable degree of finanaal success, 
by dmt of which foundanons could later be estabhshed 
which gav e these enterprises some of the aura of 
eleemosynary insntutions As a general rule, the most 
semor members of the staffs of these dimes receive 
somewhat less emolument than thev brmg mto the chmc 
m fees, while some of the younger men find a better 
hving Than they could if thev were m mdependent 
pracnce 

This development has seemed m some wavs to be a 
feature of a growing countrv, and certainly the histoncaUv 
emment posinon of the Aiayo Chmc m relation to the 
great plams and the mountam West bears out such an 
mterpretation The surgical orientation of these chmes 
has alwav s been predominantly chmeal, with httle emphasis 
on undergraduate teachmg, and a considerably less 
emphasis on postgraduate teachmg than has characterised 
the hospitals where the large chantv teachmg wards were 
mamtamed For the Bntish visitor who is used to seemg 
a very large “ hst ” run off bv each semor staff member 
each mommg, the atmosphere at these chmes frequently' 
appears more congemal to his past background than do 
the residents’ operanng-hsts and the much more vaned 
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^ctIwt^ of the chants hospitals As a site for the studj 
of large numbers of surgical patients managed m a urn- 
form manner the great pnsate cUmcs are unsurpassed 

The Academic Tradition 

The actui'ies of the semor surgeons and surgical 
teachers on the two sides of the Atlanuc Ocean constitute 
one of the most fasanating differences between the two 
countries Sir Heneage Ogihie (1948) expressed some 
interesting ideas when he tvrote his chapter entitled 
“ American Surgerj ” in his book Surgery, Orthodox and 
Heterodox He had some ideas about Amencans that 
might be classified as amateur anthropology of the Captain 
John Smith v anetj But he did perceis e that the American 
tends to fill his day to a degree that appears pathological, 
compulsne, neurouc, and quite hopeless He wntes 
“ The American Surgeon does work like hell—and then 
some One whom I ha\e \isited at length gets up at 5 
c\cry morning, goes to bed at 9, and while at work takes 
no part in social actnity ” This certainly seems to be 
a sad existence, and one can only commiserate wath this 
lack of social actnitx on the part of Ogihie’s anonymous 
host, whoever he was 

Why does the professor or semor surgeon work so hard 
at so many different things ’ Is it a local sign of the 
nauonal neurosis ’ Well, it could be so classified, but it 
also anses from the fact that one cannot condua an 
cffectiv e teaching surgical serv ice without at the same time 
conducting a many-faceted organisation that includes 
personal ptrticipation in research, raising funds for men, 
construction, and research, and lending a hand m vtinous 
local and national organisations 

Somehow, w c feel that y our departments—though they' 
mav have less money available for research—secure these 
funds with less “ fuss and feathers ”, and spend them 
more cfficicntlv On the other hand, we are often im¬ 
pressed when visiung large and important surgical depart¬ 
ments in the United Kingdom to find that the professor, 
while a fine clinical surgeon, has httle interest in the 
studv of the biological issues of surgical illness, at least 
as manifested bv his owu record of research 

The American experience has tended to show that an 
individual who never has done any research at all (and 
who therefore has no personal knowledge of the dtfli- 
culucs of trvang to ferret out information from Mother 
Kature by the methods of Claude Bernard) can scarcely be 
expected to head or conduct a good research programme 
He can hire people to do the work, and he mav occasionallv 
hire the right person and get some good work done But, 
in general, even his own hirelmgs will find him difficult 
to deal wath when they come with spcafic requests or 
with specific plans that he fails to appreciate because of 
lack of experience—much as the phvsiaan fails to appre¬ 
ciate the technical problems of a difficult duodenum 
mtrclv because he has never dug one out of the 
pancreas 

■VC uh some backcround cxpcnencc m research, an 
individual can foster a rtasonablv well-balanced research 
activatv in a department, even thouch he himself can 
pa-tiapatc in oalv a small amount of it It is of egregious 
impc>rt'>ncc that he indeed does participate pcrsonallv 
waih his own two hands, boih to maintain his runmng 
cv'ntact wa h rcsea-ch and as an catiest o*" lus o vai 
i''>c'c't and mo ivation The day of the “ resea-ch 
executive has happ iv no, vet ami ed in surgen This 


personal paniapauon in the laboratorv adds a facet 
to the weekly activity of the American surgeon of the 
umversitv hospital—a facet that is often not viewed and 
IS but little appreciated by the v isitor 

Research funds play a verv large role m our overall 
university medical school finance in the United States 
The finanaal support of research constitutes the one 
major channel bv which the tax dollar is ploughed hick 
into private medical enterprise, either in the privatclv 
endowed universities or in the State or aty universities 
One mav complain that this represents ludden taxation, 
or, to the extent that the funds arc used for hospital 
finance, the misspending of money intended for research 
But as a pracucal method of fostering research without 
fragmenung the nauonal umvcrsity establishment the 
Nauonal Insututes of Health programme (now m its 
fifteenth year) has been an unqualified success 

Thus, some of our professorial swarm of aaivitv — 
“ what makes the surgeon run’”—has to do wath these 
things as w ell as the more familiar aspeas of the residency 
programme, operaung, rounds, lectures, and that great 
insutuuon so wcU explored on both sides of the Atlantic 
—^The Committee 

A final point that I would like to discuss, having to do 
with the “ American scene ”, is the interesting fact that 
we arc sprouung new medical schools at a fairly bnsk 
rate Since 1930 ten new medical schools have been 
founded and six schools that have had two-year pro¬ 
grammes prcvaously have now developed four-year 
curricula Many wath part-time clinical teachers are 
going ov cr to the full-umc This has created a minimum 
of seventeen new professorial positions in surgery that 
did not previously exist, and at least a hundred and fifty 
new top-rank teaching positions m surgery and the 
surgical spcaalucs 

No young surgeon would expect himself to be con¬ 
sidered for a posiuon of responsibility in anv one of these 
new schools if he himself did not know his wav around 
in some field of biological science He must know both 
the concepts and the techniques of some advancing field 
It IS not just a matter of publishing a few papers He 
must be a “ self-feeder ” in terms of investigative ideas 
It IS not enough to be a good surgeon and a good Icaurer 
He has also to show himself to be productive Tlic 
research fields involved may be as diverse as ccrcbro- 
spinal-fluid dynamics, renal function, open-heart tech¬ 
niques, hypothermia, or something deeply rooted in the 
biophvsical saenccs, such as studies of coagulation, wound 
healing, calcification, or endocrinology This allegcJlv 
high standard for professorial appointments is satis- 
faaorv enough to contemplate in the abstract But when 
one comes to the detailed matter of eighty-five medical 
schools and half a dozen of them opened in the past fitur 
vears, one suddcnlv realises that we arc getting into a 
situauon where the demand for such people hopelessly 
outstrips the supplv 

Conclusion 

Most of the contrasts on tv o sides o'^tiic Vonh Allan ic 
arc minor, but several arc of major intc'ct, and 
all arc basic to understanding of suTery in the t v-i 
countries 

■^c have un'o' ej problems in man area' in which 
sou have found sen happy solutions, wh !e in o he' a-cas 
we have dc doped trends pccvlnr to oj' o vn papub'icn 



DECEMBER \1, 1960 


PUBLIC HEALTH 


THE LANCET 


1343 


and economy, some of which seem qmte healthv There is 
unquesoonablj a tremendous opportumty m the Umted 
States, both m umversity surgery and m commumty 
practice Although the frontier ofnaaUv closed when the 
last hostile Indian bit the dust, the population growth of 
the past two decades has created impressive new frontiers 
of medical need Many of the contrasts are due to this 
difference m population-growth rate m the recent past 
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LABELLING OF PRESCRIBED MEDICINES 

The foUowmg statement has been issued by the Jomt 
Formulary Committee 

There is considerable support for a suggesnon that when 
presenpuons are dispensed, the label of the container should 
always carry the name of the preparanon or' drug m order that 
the contents mav be readily identified. It is contended that this 
would enable a doctor called m to treat the panent of a 
colleague, when no record of treatment was readily available, 
to teU at a glance what had been prescribed It is also claimed 
that this would provide important safeguards against confusion 
by the panent where several preparanons are concurrentiv 
presenbed, and would prevent, for instance, the wrong tablets 
bemg taken m error On the other hand, it has been argued 
that disclosure of the contents would encourage self-medicanon 


with potennalli dangerous preparanons, for the panent ma\ 
not appreciate that on another occasion the same symptoms 
are not necessarilv due to the same cau'e and that a surplus of 
medicme previouslv prescribed mav neither be anv longer 
aenve nor smtable treatment Furthermore, contamers are 
fragile and panents have been known to keep several kmds of 
tablet m one bos. 

The Jomt Formulary Committee, represennng the medical 
and pharmaceuncal professions has considered this proposal 
very carefully It is the dutv of the pharmacist to carry out 
fai thfull y the exact mstruenons regardmg labelling which are 
wntten by the prescriber It is clearlv the dutv of the prescriber 
to deade whether it is m the best mterests of his panent that 
the name of the drug or preparanon should appear on the label 
of the contamer The Jomt Formulary Comminee faeheies 
that presenbers are already aware of the ad\ antages of readily 
idennfymg the nature of medicmes that are prescribed, and 
wishes to take this opportumtv of reminding prescribers that 
this can be done qmte easily 

If it IS the wish of the prescriber that the idennty of the 
preparanon should appear on the label, he should mclude wnth 
the direcnons for use on the presenpnon the desired name or 
desenpnon of the drug For example 

, . , f Phenobarbitone Tablets 
. I (strength if reauired) 

^ I One to be taken twice dail y 

CT 

. . , f Sedauve Tablets 

I One to be taken twice dailv 

In the absence of these specific mstruenons the convennonal 
label would read 

The Tablets 

One to be taken twice dailj 
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LEAD POISONING FROM 
HOME-MADE MINE 

T P Whitehead A P Prior 

FJLIC MB Sydney 

From South Warzoickshre Hospital Group Laboratory, Warmck 

During this century, lead poiso nin g has become a rare 
disease Occasionally, however, cases do occur as a result 
of mgesnon of lead from bizarre sources These hate 
mcluded lead mpple-shields, toy s, pamt, crayons, banenes 
burned on domestic fires, and even the lead m the pnnt 
of newrspaper used as toilet paper 

Our case of set ere lead poiso nin g was the result of 
dunluug home-made wme 


Case-report 

A village butcher, aged 52, was admitted to hospital m 
November, 1958, on account of abdominal pam of three weeks’ 
duration. The pam was a dull ache m the epigastrium and, 
although worse on some days, it could not be described as 
abdominal cohe, it was unrelated to food and unreheved bv 
The hver was palpable two fingerbreadths below the 
right costal margin. Radiological examinanon of the alimentary 
canal was normal 


Hsmatological mvestiganon showed a sedimentanon-rate 
of 65 mm m the first hour (Westergren), and a hsmoglobm 
of 8 1 g per 100 ml The red cells were well hsmoglobmiscd, 
and showed pol>chromasia and basophihe snpplmg A tenta- 
Uve diagnosis of lead poisonmg ivas made, and xinnary lead 
determination on two consecunve days showed mcrcased 
excretion, 0 31 and 0 40 mg per day Normally unnarv lead 
^cretion is below 0 2 mg per day 


Quesuomng the patient about his work, hobbies, and diet 
revealed no obvious source of lead, but he admitted he was an 
enthusiastic maker and drinker of home-made wme He had 
been domg rhis for twenty years and had remained w ell until 
the past few weeks He argued strongly that there was no 
possibihty of lead contammanon of his wme, and his fiaends 
drank as much of it as he did 

The panent asked to be discharged over the Christmas 
period and we took the opportumtv of havmg various items of 
diet mvesngated, inclu din g the well water at his home and the 
beer at his pub, all with neganve results A pubhc health 
inspector had a look at his wme-makmg equipment, but there 
did not appear to be any thing unusual m the process, nor 
was there any obvious source of lead. 

Early m January, the panent had an epilepnc fit, was 
rea dmi tted to hospital, and promptly had another An 
electroencephalogram showed mtermittent bursts of irregular 
spike acnvity m both hemispheres Invesnganon showed 
that the ananma and basophihc snpphng of the red cells were 
s till present. Unnarv lead determinanon showed excrenon of 
0 75 mg and 1 0 mg on two consecunve davs Copropor- 
phynns were present on qualitanve examinanon "^e now 
felt certam of the diagnosis of lead poisonmg and the panent 


URINARY EXCRETION LEAD DURING TREATMENT VTXTB EDATHAAtIL 
CALCIh V’VlSODlUyi 
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actnit\ of the chant\ hospitals As a site for the studj 
of large numbers of surgical patients managed m a uni¬ 
form manner the great pn\ate clinics are unsurpassed 

The Academic Tradition 

The actuaries of the senior surgeons and surgical 
teachers on the two sides of the Atlantic Ocean constitute 
one of the most fascinating differences between the mo 
countnes Sir Heneage OgiKie (1948) expressed some 
interesting ideas when he \\rote his chapter entitled 
“ American Surgerj ” in his book Surgery, Orthodox and 
Hettrodox He had some ideas about Americans that 
might be classified as amateur anthropology of the Captain 
John Smith \ ariett But he did percen e that the American 
tends to fill his da\ to a degree that appears pathological, 
compulsne, neurotic, and quite hopeless He writes 
“ The American Surgeon does work like hell—and then 
some One whom I have visited at length gets up at 5 
every morning, goes to bed at 9, and while at work takes 
no part in social activity ” This certamly seems to be 
a sad existence, and one can only commiserate with this 
lack of social acuv itv on the part of Ogilvae’s anonymous 
host, whoever he was 


personal paruapanon in the laboratorv adds a facet 
to the weekly acuvitv of the American surgeon of the 
umvcrsity hospital—a facet that is often not vaewed and 
IS but httle appreaated by the vasitor 

Research funds plav a very large role in our overall 
university medical school finance in the United States 
The financial support of research constitutes tlic one 
major dianncl by yyhich the tax dollar is ploughed back 
into priyate medical enterprise, cither in the privately 
endowed umversitics or in the State or city unuervitiis 
One may complain that this represents ludden taxation, 
or, to the extent that the funds arc used for hospital 
finance, the misspending of money intended for research 
But as a practical method of fostering research without 
fragmenting the national university establishment the 
National Insututes of Health programme (now in its 
fifteenth year) has been an unqualified success 

Thus, some of our professonal swarm of aaivity — 
“ what makes the surgeon run’”—has to do with these 
things as vv ell as the more familiar aspects of the residency 
programme, operatmg, rounds, lectures, and that great 
insmution so well explored on both sides of the Atlantic 
—^Thc Committee 


■'K'hy docs the professor or semor surgeon work so hard 
at so many different things’ Is it a local sign of the 
national neurosis ? Well, it could be so classified, but it 
also anses from the fact that one cannot conduct an 
cffcctiv c teaching surgical scry ice yv ithout at the same time 
conducting a many-faceted organisation that includes 
personal participation in research, raising funds for men, 
construction, and research, and lending a hand in various 
local and national organisations 

Somehovy, yve feel that your departments—though they 
may have less money ayailablc for research—secure these 
funds yvith less “ fuss and feathers ”, and spend them 
more efficiently On the other hand, yve arc often im¬ 
pressed yyhen visiting large and important surgical depart¬ 
ments in the United Kingdom to find that the professor, 
while a fine clinical surgeon, has httle interest in the 
study of the biological issues of surgical illness, at least 
as manifested by his ovvaa record of research 

The ^mcncan experience has tended to shoyv that an 
indiyidual vyho never has done any research at all (and 
who therefore has no personal knowledge of the diffi- 
culues of Irving to ferret out information from Mother 
Nature by the methods of Claude Bernard) can scarcely be 
expected to head or conduct a good research programme 
He can hire people to do the work, and he may occasionally 
lure the right person and get some good w ork done But, 
in general, ewn his own hirelings will find him difficult 
to deal with when thev come with speafic requests or 
with speafic plans that he fails to appreaatc beoause of 
lack of experience—much as the phvsician fails to appre¬ 
ciate the tcchniail problems of a difficult duodenum 
merely because he has never dug one out of the 
pancreas 

With some background experience in research, an 
individual can foster a rtasonablv well-balanced research 
activity in a department, even though he himself can 
partiapate in onh a small amount of it It is of egregious 
importance that he indeed docs partiapate personally 
wa h his own two hands, both to maintain his running 
confer VI h research, and as an earnest of his own 
in'c'Cat a^’d mo ivation TTic dav of the “ research 
cxceuo c bas bippilv not vet arnved in surgery This 


A final point that I would like to discuss, havang to do 
with the “ American scene ”, is the interesting fact that 
yve arc sprouting new medical schools at a fairly bnsk 
rate Since 1930 ten nevy medical schools have been 
founded and slx schools that have had two-year pro¬ 
grammes previously have now developed four-year 
curricula Many wath part-time clinical teachers arc 
going over to the full-umc This has created a minimuin 
of seventeen new professorial positions m surgery tint 
did not previously exist, and at least a hundred and lift) 
new top-rank teaching positions in surgery and the 
surgical spcaalucs 

No young surgeon yyould expea himself to be con¬ 
sidered for a position of responsibility in any one of theve 
new schools if he himself did not knoyv his way around 
in some field of biological science He must know both 
the concepts and the techniques of some advanang field 
It IS not just a matter of publishing a few papers He 
must be a “ self-feeder ” in terms of investigative ideas 
It IS not enough to be a good surgeon and a good lecturer 
He has also to show himself to be productive Tlie 
research fields involved may be as diverse as ccrebro- 
spmai-fiuid dynamics, renal function, open-heart tech¬ 
niques, hypothermia, or something deeply rooted m the 
biophysical sacnccs, such as studies of coagulation, wound 
healing, calcification, or endocrinology This allcgcdlv 
high standard for professorial appointments is satis- 
faaory enough to contemplate in the abstraa But when 
one comes to the detailed matter of eighty-five medical 
schools and half a dozen of them opened in the past four 
years, one suddenly realises that we arc gening into a 
situation where the demand for such people hopele'dy 
outstrips the supply 


Conclusion 


Most of tlic contrasts on two sides of the North Atl'a^'- 
arc minor, but several arc of major interest, a" 
all arc basic to undcrsmnding of surgeo 
countnes 


We have unsolved problems in manv areas in ' b 
you have found very happy solutions, while n o h't s 
wc have developed trends peculiar to ou*' o n popuna 
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and economj', some of which seem qmte healthj There is 
Tinquestionablj' a tremendous opportumty m the Umted 
Statesj both m umversity surgery and m commumty 
practice Although the frontier offiaally closed when the 
last hostile Indian bit the dust, the population growth of 
the past two decades has created impressive new frontiers 
of medical need Many of the contrasts are due to this 
difference m population-growth rate m the recent past 
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LABELLING OF PRESCRIBED MEDICINES 

The foUowmg statement has been issued by the Jomt 
Formularj Committee 

There is considerable support for a suggestion that when 
prescnpuons are dispensed, the label of the container should 
all! avs carrj the name of the preparanon or'’ drug in order that 
the contents may be readily identified It is contended that this 
would enable a doctor called m to treat the patient of a 
colleague, when no record of treatment was readily available, 
to tell at a glance what had been prescribed It is also claimed 
that this would provide important safeguards against confusion 
by the patient where several preparanons are concurrently 
prescnbed, and would prevent, for mstance, the wrong tablets 
bemg taken m error On the other hand, it has been argued 
that disclosure of the contents would encourage self-medication 


with potennaUv dangerous preparanons, for the panent mav 
not appreciate that on another occasion the same sjmptoms 
are not necessarily due to the same cause and that a surplus of 
medicme previously prescnbed may neither be anv longer 
acnve nor smtable treatment Furthermore, contamers are 
fragile and panents have been known to keep several lands of 
tablet m one box 

The Jomt Formulary Comimttee, representmg the medical 
and pharmaceuncal professions, has considered this proposal 
very carefully It is the dutv of the pharmaast to carry out 
faithfully the exact instrucnons regardmg labelhng which are 
wntten by the prescnber It is dearlv the duty of the prescriber 
to decide whether it is m the best mterests of his panent that 
the name of the drug or preparanon should appear on the label 
of the contamer The Jomt Formularv Committee beheves 
that prescnbers are already aware of the advantages of readilv 
idennfvmg the nature of medicmes that are prescnbed, and 
wishes to take this opportimity of reminding prescnbers that 
this can be done qmte easily 

If it is the wish of the prescnber that the idennty of the 
preparanon should appear on the label, he should mclude wuth 
the direcnons for use on the prescnpnon the desired name or 
descnpnon of the drug For example 

... I Phenobarbitone Tablets 
fS s 1 1 (strength if required) 

■' ( One to be taken twice dily 

or 

... I Sedanve Tablets 

1 One to be taken twice dailv 

In the absence of these specific mstrucnons the convennonal 
label would read 

The Tablets 

One to be taken twice daily 
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LEAD POISONING FROM 
HOME-MADE WINE 

T P Whitehead A P Prior 

FR.IC MB Sydney 

from South Warzotckshtre Hospital Group Laboratory) Warunck 

During this century, lead poisonmg has become a rare 
disease Occasionally, however, cases do occur as a result 
of mgesnon of lead from bizarre sources These hav’e 
included lead mpple-shields, toys, pamt, crayons, battenes 
burned on domestic fires, and even the lead m the pnnt 
of newspaper used as toilet paper 
Our case of severe lead poisoning was the result of 
'^^'nlang home-made wme 

Case-report 

A village butcher, aged 52, was adrmtted to hospital m 
ovember, 1958, on account of abdommal pam of three w eeks’ 
Y^^^on The pam was a dull ache m the epigastrium and, 
^ough worse on some days, it could not be described as 
3 dotninai cohc, it was unrelated to food and unreheved by 
alkalis The hv er was palpable tw o fingerbreadths below the 
tight costal margm Radiological exammanon of the alimentary 
®nal was normal 

mvesnganon showed a sedimentanon-rate 
™ni m the first hour (Westergren), and a hsmoglobm 
o: 8 1 g per 100 ml The red ceUs w ere w eU hsmoglobmised, 
mowed polychromasia and basophihc supphng A tenta- 
'e diagnosis of lead poisonmg was made, and urinary lead 
ttenninauon on two consecutive days showed mcreased 
^trcuon, 0 31 and 0 40 mg per day Normally urinary lead 
^teuoa IS below 0 2 mg per dav 


Quesaonmg the panent about his work, hobbies, and diet 
revealed no obvnous source of lead, but he admitted he was an 
enthusiasnc maker and drinker of home-made wme He had 
been domg this for twenty years and had remamed well unnl 
the past few weeks He argued stronglv that there was no 
possibflity of lead contammanon of his wme, and his friends 
drank as much of it as he did 

The panent asked to be discharged over the Christmas 
penod and we took the opportimity of havmg vanous items of 
diet mvesngatedj mcludmg the well water at his home and the 
beer at his pub, all with neganve results A pubhc health 
inspector had a look at his wme-makmg eqmpment, but there 
did not appear to be any thin g unusual m the process, nor 
was there any obvious source of lead 

Early m January, the panent had an epilepnc fit, was 
readrmtted to hospital, and promptly had another An 
electroencephalogram showed mteimittent bursts of irregular 
spike acnvity m both hemispheres Invesnganon showed 
that the anaemia and basophihc snpplmg of the red cells w ere 
s till present Urinary lead determmanon show ed excrenon of 
0 75 mg and 1 0 mg on two consecunv e days Copropor- 
phyrms were present on quahtanve exammanon We now 
felt certam of the diagnosis of lead poisonmg and the panent 


URINARY EXCRETION OF LEAD DURING TREATMENT WITH EDATHAMIL 
CALCIUM-DISODIUM 


Day 

Edathamil j 

(s per da\) 

Unnaiy excretion of 
lead (mg per da\) 
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wis treated tMth cdaihamil calcium-disodium (calcium 
disodium \crscnatc) This ss-as gisen intras enousK (3 g per 
da>) in tMO periods of four da>-s with a threc-daj break 
between them The table shows the resultant urinarj excretion 
of lead T his reached a peak of 17 mg per da> on the second 
duj, and die aserage excretion during the first four da>s 
of treatment was 11 mg per da> Aterage excretion of 
unnarv lead during the second four-da> period was 9 mg 
per day 

With renewed enthusiasm we attempted to show the source 
of lead A sample of the patient’s home-made elderberry wine 
was obtained This was of a rich, red colour and had a not 
unpleasing bouquet It had a slightly metallic after-taste, 
which was scarcely surprising as it contained 7 5 mg 
of lead per litre Without doubt it was the vehicle of 
administration 

The wine was made by soaking ripe cldcrbcrncs in a muslin 
bag in an earthenware vessel, known as a jowl (fig 1) After 
fortv-eight hours, the liquor was tipped into an electric wash- 
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1 Ifr I—^Thc fowl used in s>inc maUnR 

rijr 2 (Inset)—Close up of the Rlazc of the joul showing the pitted 
surfnee 

boiler Here sugar was added and the liquor boiled before 
being transferred back into the jowl Yeast was added and the 
liquid allowed to ferment When this had reached a sausfaaory' 
stage, the liquor was decanted into two earthenware barrels in 
which It was stored 

To ascertam the source of lead, a htre of hot 1% hydro¬ 
chloric acid was put into each of the containers used in the 
process, and the lead content of the resultant solutions was 
found to be 

I eijtt LtsJ cen tnl (rrf f" 

Iloilcr ® 

Jtml 1000 

I jr lirniva c iioraac lar (A) 9 

. .. (H) 7 

The earthenware jowl yielded 1000 mg of lead, and was thus 

the source of the luad in the wine With the aid of the Bntish 
Ceramic Research \ssoaation, we ascertained that the jowl 
was over a hundred veirs old and was a relic of the age when 
such coataiaers were glared with soft lead glares The glare 
was cracl cd and pitted (fig 2) by the aciditv of the wane, and 
pieces of the glare were even finding their vvay into the 
wiaeglass 

Our patient did in faa, coasunc about two pints of the 
V lac a wee)- qiie presence of divc'eic particles of glare would 
raa) c i* difiiailt to hnow prcciv-’y the airourt of lead con umed 
I c^i'c clinical syrapto"as appea-cd He had used this coa- 
tai-e' for tt c fi-st time in and had inhentcd it from an 

au"’ IT c co^’a "er laid a local npu’a'iaa fo' tlic fia.ou' and 
pa crey c*' i) e wiac p odu'cd in i 


Tlic patient is now well and has a normal urinan lead 
excretion, his hxmoglobin level and rcd-ccll appearances arc 
normal 

Discussion 

Termented liquors as a source of lead m lead poison¬ 
ing ha\ c a long history In 1772, Sir George Baker showed 
that Devonshire cohe was due to lead contaminauon from 
lead-lined cider presses—and was then denounced from 
the pulpit as a faithless son of Devon 

Dunng the 19th century m Austria, it was the custom 
m many country places to put a piece of lead into the 
wine barrels because the superfluous acid was supposed 
to be absorbed by the metal and the wine tlius improved 
This resulted in saleable wane but in many eases of lead 
poisomng 

Lead contamination of adcr from the lead glaze of 
earthenware storage-jars was mentioned in 1909 {Lancet 
1909) as a possible explanation of lead poisoning in 
Dorset 

Masters (1919) investigated earthenware containers 
used for culinary purposes and showed that, when they 
were used for storing or cooking food containing malic 
or citric acids, these plumbosolv ent acids could lead to 
serious contamination of the foodstuffs with lead 

The soft lead glazing of carthcnvvarc vessels was a 
very hazardous process for the pottery workers con¬ 
cerned, and, after the Lancet (Commission on Some 
Lcadlcss Glazes (1899), Icadlcss glazes were adopted 
and eases of lead poisoning decreased considerably 
The Commission was formed to protect workers in the 
pottery industry Its valuable work not only saved many 
lives, but also probably much illness 

It has been stated that there arc more than half a 
milhon people in this country who brew homc-macic 
wines We were informed that more than three hundred 
gallons were stored in the various houses in the village in 
which our patient lived We have determined the lead 
content of a number of different samples of home-made 
wane made and stored in carihcnwarc jars and have found 
them free from lead 

Lead-glazed containers arc probably still used by some 
home brewers, but the lead contamination is not appre¬ 
ciable until the glaze becomes cracked and brol cn 

Books which give hints on the preparation of wine in 
die home have been known to suggest junl-shops as a 
source of suitable equipment But antique earthenware 
should be avoided, and containers widi cracl cd and pitted 
glazes should be discarded 

Summary 

A case of severe lead poisoning is described The 
patient was successfully treated with cdathamil calcium- 
disodium (calcium disodium verenate) I he source o 
lead vs as the glaze of an earthenware container U'cd in 
malong wine in his home 

Our ihanVs arc duf* to I5r Slcphca WhiitaVc- unJ'a’ whr,*'* ca c 
tl c gaiicnt «3i a Jr iitcJ __ 

Vt c arc graicful to the Dirccto- and uT of the Bn oh Cycra'" ^ 
Rei<-arch Xviooiatioa f i 1 cip in th' lavc liratiia c'' t’-' lb s 
t* c canhcnAarc vc eh u -J h, t! c pa i-n 

PXrTHP CCS 

Pile- G flTTZ, ‘trJ Tr.-l 6.'/ IK-l >, I'J 
O — r- 11 ’’a on Sr-- Ijct * -tl Gl^rl (1 *■ '’/j i 1,^1 
1 >/', 
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A Rtavur^ Comrnntary by Penpaunc Corr^^ondcrts 

Now rliar we are reconsidering the details of our medical 
course we feel that we should take ererv opportumty of givmg 
our students a wide knowledge of the mterrelationships of 
medione and modem soaetv A conducted tour of the local 
brewerv is an accepted feature of the class m microbiologv m 
manv mechcal schcxils, but here we can go one better, for we 
are on excellent terms, not onlv with the local brewerv, but 
al'o with one of the local vignerons, and our enthusiastic 
microbiologist has already inserted tours of both establish¬ 
ments mto the svUabus On each the exposition is followed by a 
judiaous samphng of the products m rooms moughtfuUv pro¬ 
vided for the purpose Onlv bv field-work of rbis kmd, it is 
felt, will the students acquire a proper respecu for the name of 
Pasteur and an understandmg of the basic importance of 
rmcrobiologv Not onlv this, but our sooallv conscious pro- 
fes^r of medione considers it vital that the students should 
gam some insight mto the problems of alcohohsm, and feels 
that this might best be provided bv a second visit to the vme- 
vards—a visit on which the conversanon would take a lery 
difierent turn though the final samphng procedure would be 
almost identical 

Now me surgeons, m their bluff wav, would like to take their 
tutorial classes along for a historical ciat on the use of wme 
as a surgical antiseptic, and even our pathologist thinks he 
would find It convement to expound upon cirrhosis surrounded 
bv a supplv of the causative agent. In such an atmosphere wo 
have been forced to meditate on the possibflirv of makmg use 
of these unnvalled fecihues for the benefit of preclimcal 
students. It has been urged, for example, that our lectures on 
the mec hanisms of straUowmg might be supplemented bv 
practical wodc m the field, or that a class on reaction-times 
could be profitablv arranged We ourselves see no need to 
advance such speaous arguments, for we well remember an 
educaucmal experience we had some vears ago, when the 
medical soaetv of which we were then a member mvited a 
director of a wme firm to gmde us through a sTnall selecnon 
of his wares 

The wmes were ranged m Ime on a white-covered table, 
with reinforcements underneath. The soaetv gazed sol emnly 
through the glasses at the guttermg candles provided n inhaled 
Ac aroma up Ae backs of its noses, and for Ae first three 
botles or Aereabouts it spat out Ae mouthfuls mto a bucket 
m professional stvle But when it came to one it liked, Ae 
disaphne broke down, and by Ae time it reaAed Ae sixA or 
scvenA bottle it was dnnkmg heartilv Afterwards we were 
smpnsed to find that our r ankin g of Ae first four was identical 
wiA that of Ae soaetv’s impresano, Aough our vocabulary 
not m his class For example, what we had said about Ae 
Cmteauneuf-du-Pape 1947 was “ alpha min us, taste good, 
wbur good, smell good ” What we should have said was 
A nonceable burnt, roasted flavour, a verv good glass of 
^^2 Of Ae winner, a Corton 1928, our notes read “alpha, 
Ten pleasant ’’ This, we found, was “ A beautiful glass of 
'nne, lackmg Ae astrmgent pull of young wme Lovely 
^ooA soft dnnkmg, waA a wonderful breedmg and bouquet, 
he finest dnnk on Ae slab ” Of Ae Fleunc 1950, whiA was 
m order of samphng, we had wntten, m handwntmg by 
limegiouuraAcr large and exp ansise “ UndistmgmAed ” 
mrly we had begun to find our form, but what we had realiv 
meant was ‘ A hard, unyieldmg, unforAcomme wme, a htfle 
harsh on Ae nose ** 

obvious to us that an o*ganised wme-tastmg is m 
“ m excellent educatn e procedure to mclude m Ae pre- 
, cumculum. It would develop all Aose quahnes wAA 
- climaans find defiaent m our students—Aeir command of 
guage, their powers of observation and dcscnpnon, and 
* 'spaaty to svnAesisc information and come to a decision, 
toao^w Ae matter to Ae notice of Ae Faculty 

• • • 


MeAone, I was taught, is an art and an mexact saence. 
However, I like to trv to keep up wiA Ae saennfic advances, 
and when a colleague told me he had just acquired a new 
Amen can instrument wm A could be used for everv conceivable 
sight-test I was dAghted to accept As offer to show it to me 
Aly fiiend explamed Aat Ae macAne had onlv just arrived 
and he was not sure how it worked, but As techmaan knew 
how to use It and would explam it to me The explanation was 
somewhat mvolved, so I suggested he shoula test my evesight 
so Aat I could follow a pracQcal demonstranon. After fifteen 
minutes Ae macnme produced a senes of figures wAA were 
Aen decoded The result was startlmg It appeared Aat I 
needed a bifocal monocle, and for good measure the mstrument 
had added Aat I was unsmtable for employment as an air&ame- 
fitter or a fettler 

• • • 

Ehiimg Aat gnm tune between Ae end of breakfast and 
departure for work one of Ae twms was pohsAng her rune- 
times table and makmg heaw weaAer of it '^rhile helpmg her 
I made Ae foUowmg discovery 

_ If vou mulnplv an even number bv an even number Ae 
result IS always an even number If vou mulnplv an odd 
number by an eien number Ae result is likewise an even 
number, and if you mulnply an even number bv an odd 
number, once more an even number results 

Onlv if an odd number is mated wiA an odd number is Ae 
product of conception an odd number Stated simply 
E X E = E 
E X O = E 
O X E =E 
0x0 = 0 

Obviouslv this is simple Mendehan genencs “ Evens are 
dominant, and odds are recessive,” and one can preAa Aat 
m anv large senes of numbers—sav 1 to 100—Ae rano of even 
numbers to odd must be 3 1 But I am assured this isn’t so, 
Aev occur m equal quantmes m a svstem known as recurrent 
bimodal distribution 

Now, obviouslv, if Mendelism doesn’t work m Ae realm of 
pure maAemancs it won’t work for sweet peas, or blood- 
pressure, or piAald and skewbald hones, or anything else m 
biology I’m terribly sorrv, but I’m afraid I’ve upset Ae whole 
basis of modem genetics Perhaps, however, ir will now be 
possible to reconAe Professors Platt and PiAenng since Ae 
whole business of genetics is clearly nonsense. 

Of course, some smart Alec wiU sav ‘ ne’s forgonen Ae 
prime numbers ” Smce prime numbers are, by defimnon, odd 
numbers we must remoi e Aem firom our senes from 1 to lOO 
first. I’ve done this and Ae rano is soil not what it ought to be 
—3 Trv It and see 

• • • 

Recent advances m Ae studv of chromosomes must not bhnd 
us to Ae faa Aat a great deal of mu A more fimdamental ivork 
must have been done on Ae quiet m Amenca. An embrvo- 
logicaUv min ded colleague, baA from AeUmted States,informs 
us Aat in a cIoAmg store he observed a cupboard labAed on 
one side “ Bovs’ Genes ”, and on Ae oAer Girls’ Genes ” 

• • • 

Rczes from Sckool —‘'^e had a total defeat agains* M —, no' 
because we were worse but because we had wi manv senous injures. 
There were sis complete wnte-ofis during Ae mat A Capt Rugger 
knocked unconsaous, recovered in our sanatonuin (matA was awav 
—^about 2 hours distant) Secretarv Rugger didocated nAt atm. 

‘ M wing three-quarter fractured thiA and is in hospital Some¬ 
body, a forward kicked between Ae legs and earned off uncoisaous 
Scrum hslf got a 4 in. cut on knee, had to be sat Aed. Two opposing 
‘ blocks earned off. One was unconscious wiA a fractured sJoJk 
The oAtr went off unconscious from a kiA in Ae solar plexus and is 
now in hospital cnncaHv ill wiA kidnev troub'c (ruptured kidnev I 
Think ) So It was a p-etts ngorous game Thev won 18-3 

I went to a film on Ae Royal Ballet. TTe saw extracts from Szrart 
Lakt and FiTc^rd It wasn t bad but I wouldn t go agam. 
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\^-as treated with cdathamil calcium-disodium (calcium 
disodium tcricnatc) This was given intravcnoush (3 g per 
dav) m two periods of four da>'s with a tlirce-da> break 
between them. The table shows tlic resultant urinarj excretion 
of lead Tlus re-ached a peak of 17 mg per da> on the second 
dav, and the average excretion durmg the first four da>s 
of treatment was 11 mg per da> Average c.\crcuon of 
unnarj lead durmg tlic second four-da> penod was 9 mg 
per da> 

With renewed cntltusiasm we attempted to show tlic source 
of lead A sample of the pauent’s home-made elderberry wine 
was obtained This was of a rich, red colour and had a not 
unpleasing bouquet It had a slightly metallic after-taste, 
vvluch was scarcely surpnsmg as it contamed 7 5 mg 
of lead per litre Without doubt it wais the vehicle of 
administration 

The wme was made by soaking tape elderberries in a muslin 
bag in an earthenware vessel, known as a jowl (fig 1) After 
forty-eight hours, the liquor was tipped mto an electric wash- 



rip 1—^Tlie Jowl used In wine maklnp 

rip 2 (Inset)—Close-up of the pluze of the iowl showing the pitted 
surface 

boiler Here sugar was added and the liquor boiled before 
being transferred back into the jowl Yeast was added and the 
liquid allow ed to ferment When this had reached a satisfactory 
stige, tlic liquor was decanted into two earthenware barrels m 
which It was stored 

To ascertain the source of lead, a litre of hot l^o hydro- 
cliloric acid wais put mto each of the containers used in the 
process, and tlic lead content of tlic resultant soluuons was 
found to be 

I ttstl LtJJ cenrett (far ffr hire) 

V filer 8 

Jowl lOCX) 

La-aheaws c sioragc-iar (A) 9 

„ , (II) 7 

Tlic earthenware jowl yielded 1000 mg of lead, and was thus 
tlie source of the lead in the wine With die aid of the British 
Ceramic Research Association, we ascertained that the jowl 
vvas over a hundred vears old and was a relic of the age when 
such containers were glazed with soft lead glares The glaze 
was cracked and pitted (lig 2) by the acidirv of the wane, and 
pieces of the glaze were even finding their wav into the 

wineglass 

Our patient did, in fact, consume about two pmts of the 

V me a wee) The p-cscncc of disc'ctc parucics of glaze would 
r-a) c It diff cult to la-ow preciselv the amount of lead consumed 
l-efiia: ch-icnl svmp oms appeared He had used this con¬ 
tain-' fo' the firs ti"fc in I'ISS, and had I'-hented r f-om an 
aurt q>c con ain— had a local reputa ion fo' the JTavou' and 
po c'cy c*' t'lc wn-c p-oJeced in it 


The patient is now well and has a normal urinary lead 
excretion, lus hxmoglobin kvd and red-cell appearances arc 
normal 

Discussion 

Fermented liquors as a source of lead in lead poison¬ 
ing hav c a long history In 1772, Sir George Baker show ed 
that Devonshire colic was due to lead contamination from 
Icad-hncd adcr presses—and was then denounced from 
the pulpit as a faitlilcss son of Devon 

During the 19th century in Austna, it was the custom 
in many country places to put a piece of lead into tlie 
wane barrels because the superfluous acid vvas supposed 
to be absorbed by the metal and the wme thus improved 
This resulted m saleable wme but in mmy eases of lead 
poisoning 

Dead contamination of adcr from the lead glaze of 
cartlicnware storage-jars was mentioned in 1909 {Lance: 
1909) as a possible c.\pIanation of lead poisoning in 
Dorset 

Masters (1919) investigated cartlicnware containers 
used for culmary' purposes and showed that, when they 
were used for storing or cooking food containing malic 
or citric acids, these plumbosolvcnt acids could lead to 
serious contamination of tlie foodstuffs with lead 

The soft lead glazing of cartlicnware vessels was n 
very hazardous process for tlic pottery workers con¬ 
cerned, and, after the Lancet Commission on Some 
Lcadless Glazes (1899), Icadlcss glazes were adopted 
and eases of lead poisoning decreased considerably 
The Commission was formed to protect workers in the 
pottery industry Its valuable work not only saved many 
lives, but also probably much illness 

It has been stated that there arc more than half a 
milhon people m tlus country who brew home-made 
wanes We were informed that more than three hundred 
gallons were stored in the various houses in the village in 
which our pauent lived We have determined the lead 
content of a number of different samples of home-made 
wane made and stored m earthenware jars and have found 
them free from lead 

Lead-glazed containers arc probably still ustd by some 
home brewers, but the lead contamination is not appre- 
aablc until the glaze becomes cracked and broken 

Books which give hints on tin, preparation of wane in 
the home have been known to suggest junl-shops as a 
source of suitable equipment But antique earthenware 
should be avoided, and containers witli cracked and pitted 
glazes should be discarded 

Sumtnnry 

A ease of severe lead poisoning is described Tli- 
paiicnt was successfully treated with cdathamil calcium- 
disodium (calcium disodium versenate) The 'ourcc of 
lead vvas the glaze of an earthenware container u'cd in 
making wme in lus home 

Our thank, arc due to Dr Sterhen VThitiaVc- under v'*-'-" el r 
the pauent wui adr-ittcd _ 

We arc gntcful to the Dirccto- and staff of the firm 'i ", 
Research As ociation for h-lp in the mvc ti-ation of t*e rlar-a c 
the ca'i’-cnwa-e ves eh U'cd by the pati-ni 
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A Rirnmng Commentary by Penpatetic Correspondents 

Now that we are recxjnsidermg the details of our medical 
course we feel that we should take e\ erv opportunitj of givmg 
our students a wide knowledge of the mterrelationships of 
medicme and modem society A conducted tour of the local 
brewery is an accepted feature of the class m microbiology m 
many medical schools, but here we can go one better, for we 
are on excellent terms, not only with the local brewerv, but 
also with one of the local vignerons, and our enthusiastic 
imcrobiologist has already inserted tours of both establish¬ 
ments mto the syllabus On each the exposition is followed by a 
judicious samphng of the products m rooms thoughtfully pro¬ 
vided for the purpose Onlv by field-work of this kmd, it is 
felt, will the students acquire a proper respect for the name of 
Pasteur and an understandmg of the basic importance of 
microbiology Not onlv this, but our socially conscious pro¬ 
fessor of medicme considers it vital that the students should 
gam some insight mto the problems of alcoholism, and feels 
that this might best be provided bv a second visit to the vine- 
vards—a visit on which the conversation would take a very 
different turn, though the final samphng procedure would be 
almost identical 

Now the surgeons, m their bluff way, would like to take their 
tutorial classes along for a histoncal chat on the use of wme 
as a surgical antiseptic, and even our pathologist thinks he 
would find It convement to expound upon cirrhosis surrounded 
bv a supply of the causaave agent. In such an atmosphere we 
has e been forced to meditate on the x>ossibihty of makmg use 
of these unrivalled facflities for the benefit of preclmical 
smdents It has been urged, for example, that our lectures on 
the mechanisms of swallowmg might be supplemented by 
pracncal work m the field, or that a class on reaction-times 
could be profitably arranged We ourselves see no need to 
advance such specious arguments, for we weU remember an 
educational experience we had some years ago, when the 
medical soaety of which we were then a member mvited a 
director of a wme firm to guide us through a small selection 
of his wares 

The wines were ranged in Ime on a white-covered table, 
with reinforcements underneath. The sociecv gazed solemnly 
through the glasses at the guttermg candles provided, it inhal ed 
the aroma up the backs of its noses, and for the first three 
botdes or thereabouts it spat out the mouthfuls mto a bucket 
in professional style But when it came to one it liked, the 
disciphne broke down, and by the time it reached the sixth or 
seventh bottle it was dimkmg heartily Afterwards we were 
surprised to find that our rankmg of the first four was idenocal 
with that of the society’s impresario, though our vocabularv 
not m his class For example, what we had said about the 
C^teauneuf-du-Pape 1947 was “ alpha min us, taste good, 
rowur good, smell gtrod ” What we should hav e said was 
A nonceable burnt, roasted flavour, a very good glass of 
the winner, a Corton 1928, our notes read “alpha, 
fery pleasant ” This, we found, was “ A beautiful glass of 
t^ic, lackmg the astrmgent puU of young wme Lovely 
MOO& soft dnnfcmg, with a wonderful breedmg and bouquet 
I tie finest drink on the slab ” Of the Heune 1950, which was 
, order of samphng, we had written, m handwntmg by 
time grown rather large and expansive “ Undistmgmshed ” 
earlv we had begun to find our form, but what we had really 
meant was ‘ A hard, unvieldmg, unforthcommg wme, a htfle 
fisrsh on the nose ” 

Itself f'^'tous to us that an organised wme-iastmg is m 
^ excellent educative procedure to mclude m the pre- 
the 1 It would develop all those quahtres wluch 

^ Clinicians find deficient m our students—^their command of 
powers of observation and description, and 
eapaaiv to synthesise informauon and come to a decision 
tomo^w matter to the notice of the Faculty 

• • • 


Medicme, I was taught, is an art and an mexact saence 
However, I like to trv to keep up with the saentific advances, 
and when a colleague told me he had just acquired a new 
American instrument which could be used for ev ery conceivable 
sight-test I was dehghted to accept his offer to show it to me 
My friend explamed that the machme had only just arrived 
and he was not sure how it worked, but his techmaan knew 
how to use It and would explam it to me The explanation was 
somewhat mvolved, so I suggested he should test my evesight 
so that I could follow a practical demonstration After fifteen 
minutes the machme produced a senes of figures which were 
then decoded The result was startiing It appeared that I 
needed a bifocal monocle, and for good measure the instrument 
had added that I was unsmtable for employment as an airframe- 
fitter or a fettler 

• • • 

Durmg that gnm time between the end of breakfast and 
departure for work, one of the twms was pohshmg her mne- 
nmes table and makmg heaw weather of it. While helpmg her 
I made the foUowmg discovery 

_ If you multiply an even number bv an even number the 
result is alwavs an even number If vou multiply an odd 
number bv an even number the result is likewise an even 
number, and if you mulnplv an even number bv an odd 
number, once more, an even number results 

Onlv if an odd number is mated with an odd number is the 
product of conception an odd number Stated simply 

E X E = E 

E X O = E 

O X E = E ' 

0x0 = 0 

ObviQuslv this IS simple Alendehan genetics “Evens are 
do min a n t, and odds are recessive,” and one can predict that 
m anv large senes of numbers—say 1 to 100—the ratio of even 
numbers to odd must be 3 1 But I am assured this isn’t so, 
they occur m equal quantities in a system known as recurrent 
bimodal distribunon 

Now, obvaouslv, if Mendehsm doesn’t work m the realm of 
pure mathemancs it won’t work for sweet peas, or blood- 
pressure, or piebald and skewbald horses, or anvthmg else m 
biology I’m terribly sorrv, but I’m afiraid I’ve upset the whole 
basis of modem genetics Perhaps, however, it will now be 
possible to reconcile Professors Platt and Pickermg smce the 
whole busmess of genencs is clearly nonsense 

Of course, some smart Alec will saj “ he’s forgotten the 
prime numbers ” Smce prime numbers are, fay defimnon, odd 
numbers we must remove them fixim our senes from 1 to 100 
first. I’ve done this and the ratio is snll not what it ought to be 
—1 3 Trv it and see 

• • • 

Recent advances m the smdyof chromosomes must not bhnd 
us to the fact that a great deal of much more fundamental work 
must have been done on the qmet m Amenca. An embrvo- 
logically min ded colleague, back from the Umted States, informs 
us that m a clothmg store he observed a cupboard labelled on 
one side “ Bovs’ Genes ’, and on the other “ Girls Genes ” 

• • • 

Nezrs from School — We had a total defeat against M—, not 
because we were worse but because we had ro many senous injuries 
There were six complete wnte^oSs during the match Capt. Rugger 
knocked unconscious, recovered m our sanatorium (match was away 
—about 2 hours distant^ Secretarv Rugge- dislocated nght arm 
‘ M ’ wing three-quarter fractured thigh and is m hospital. Some¬ 
body, a forward kicked between the legs and earned off unconsaous 
Scrum half got a 4 m cut on knee, had to be sutched Two opposing 
• blotis earned oS^ One was imconsaous with a fractured skull 
The other went off unconscious from a kick m the solar plexus and is 
now m hospital cntically ill with kadnes trouble (ruptured kidney I 
think) So it was a prettv ngorous game Thev won lS-3 

‘ I went to a film on the Royal Ballet. We saw ex t r acts from Scar 
Lake and Firei-rd It wasn t bad but I wouldn t go agam. 
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RErRIGERATED VENTILATION 
rOR OPERATING-THEATRES 
Sir,—Y our editorial review (Dec 3) of the outstanding 
new book on Hospital Infection bj Williams, Blowers, 
Garrod, and Shooter ' wiseK challenges certain points of 
view in this otherwise admirable work I should like to 
reinforce vour remarks about the need for refrigerated 
ventilation plant in operating-theatres To sav, as the 
authors do, that “in London, the dajtime maximum 
temperature exceeds 77°F on an average of only twelve 
davs of each vear ” is surely to justify and not to disprove 
the need for refrigeration plant 
Perhaps I maj be permitted to illustrate this subject by 
reference to a newlj completed theatre suite at St Albans 
Hospital There we have had the valuable adv'ice and 
collaboration of Dr Blow ers himself on certain aspects of 
the ventilation sjstem From the strictly bacteriological 
point of view it ma> be said that the system is excellent 
But, from the point of \ levv of atmospheric conditions m 
the theatres during hot weather, our plant is both inade¬ 
quate and dangerous I hasten to add that Dr Blowers is 
in no way responsible for the faulty basic design imposed 
on us bv the Ministrv of Health 

The past summer has been notable for its poor weather 
and generally low temperatures, and our experience with 
this unrefrigcratcd ventilating-plant is consequtntlv all 
tlie more significant On May 17, 1960, at 2 p m the 
atmospheric conditions outside the theatre suite were 
temperature 63''F and relative humidity 53°o, within the 
theatres, 76 F and 82°o On Mav 31 the morning con¬ 
ditions within the theatres were 75°r and 77% On June 
5 the temperature in the theatres was 82 F (humidity not 
recorded because no wet-bulb thermometer was available) 
On June 17 (a rather " sucky ” day) the outside tempera¬ 
ture was 78 F and relative humidity 82‘’o H AM , 
within the next six hours the temperature inside the 
theatres rose from 75 F to 86“r, and humidity from 90% 
to 95"o These admittedly selected samples from our 
records bear witness to the intolerable conditions which 
can be created bv inadequate vcnulauon equipment of 
this tvpt even during a bad summer 
The most important reason for giving publiarv' to this 
sub)cct IS to ensure tliat unrcfrigcrated v entilation plant is 
not installed in other theatre suites Before the installation 
of the St Albans plant, and acting on the advace of an 
independent consulting ventilation engineer, our surgical 
staff clearlv warned the regional hospital board and the 
Mimsirv of Health of the incv itablc consequences of their 
aaion Despite that warninc and repeated requests that 
the plant should be modified no effective action has been 
taken If the Mmistrv of Health is waiting for more 
convinang factual evidence in the form of a corpse of a 
patient dead from heatstroke, then it seems possible that 
vve mav have to wait until next summer to provadc it In 
the meantime it is sureh a pitv that an excellent bool bv 
four sueh eminent bacteriologists should seem to lend 
authontv to the WTong and thoroughlv mwguided views 
cnuncia'cd in the Mmistrv of Health Bulleun on opcmting- 
tbea '■c< 

I 1 RroixMoS MuRirv 
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ADMINTSTRATION IN MENTAL HOSPITALS 
Sir, —Dr Bardon(Nov 12) is bluffing when he implies 
that the tremendous opportunities for adv ance offered to 
mental hospitals by the Mental Health Act arc lost bv 
refusal to accept (his) basic principles of hospital 
administrauon 

In the first place, the Mental Health Act does not offer 
such opportunities, and, in tlie second place, medical 
superintendents at such hospitals as Dinglcton, Hctherne, 
Mapperlcy, and Warlingham Park made tremendous 
advances before the new Act without Dr Bardon’s 
recommendations 

Indeed, havang served with Dr Bardon on a medical 
advisory' committee, 1 think he vv ould be the first to agree 
with me that it was not his experience that the medical 
advisory committee was capable of agreeing on a common 
policy which they could implement In fact it was the 
disagreement and perpetual stalemate that resulted m 
junior doctors innovating some of the advances that were 
made 

Furthermore, at that hospital all consultant psychia¬ 
trists had complete clinical control of their beds without 
interference from the medical superintendent, but did not 
themselves initiate any tremendous advances 

For these reasons I am puzzled that Dr Bardon should 
recommend so strongly a system which his experience and 
the available evidence has shown to be inadequate, thus 
depriving psychiatric hospitals of positive leadership so 
urgently needed during the next few years 

I wonder if any medical advisory committee would have 
had the foresight and knowledge to produce policies such 
os open doors, unrestricted visiting, and all the other 
advances which hav'c been made to control institutional 
neurosis in the past decade 

Theoretically a group of consultant psychiatrists and senior 
hospital medical officers mature in outlook, unbiased m 
judgment, widclv read, and m touch with modem trends would 
be able to produce ideal working policies and implement them 
Manv who know, if they are really honest with themselves, 
what actually happens at medical advisory committee mccliiiRS 
would have to doubt if the petty and often personal squabbling 
that goes on would ever enable n policy to be produced, let 
alone implemented 

Senior administrative medical officers arc acknowledged to 
be necessary to rtgional boards A psychiatrist in charge of a 
department is thought to be necessary in a teaching hospital, 
and a chief medical officer is realised to be necessary at ife 
Ministry of Health It may be such systems of medical 
administration are mistaken, but 1 doubt it 

In psvchiatric hospitals the situation is different It is time 
somebody stated pubhclv (I had hoped somebody else would 
do so) how incompetent many consultants and shmos in 
psvchiairv arc, both in their worl and in affairs gcncrilly 
I do not think it would be fair to patients or to junior doc’on 
in psvchiatric hospitals to inflict one of these people as the' 
dircnor in the interests of dcmocncv It is no 1 suspect, by 
chance or victimisation that ment awards in psychiatry ate 'o 
much rarer than in other specialties Nor is the attituc-c 
physicians and surgeons to psvchiatnsts entirely due to t £ 
prejudice or the state of psvchntr. as a scicnc'’ 

It mav be that the medical director, sujscnnteadcnt fcall t "s 
what vou will), should be elected h\ consultant' con uka v 
should (y elected by )un or hospital staff, and perl api quau'^-- 
tion should be dc-nocraticaliv bcsiotscd bs stud'n s or 
felJo fJ— If IS dojbifu} As 1 see ir, sclecijo'i of^th' 

Indus 'lous and capable psvchiatrsts for the ro’c o 

«cn ICC or consultants bv a parcl of exp'ras is a mo'c sa i' a" 

solution Smiila'lv m the case of rratrons ^ ^ 

No one can denv that tl c p<, mon of tr'di*a! superr en- ^ ^ 
has b'cn abu cd and misused in il c pas ,but,tl en <0 t 
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posmon of consultant psychiatrist I have loiown junior 
doctors who bitterly resent doing most of the work in a mental 
hospital under the pretext of “ being trained ”, while a con¬ 
sultant did very httle and received four times the pay^ together 
with miscellaneous privileges and status 

To me It seems contrary to the spirit of medicme that 
either a medical supermtendent or consultant should con- 
tmue mdefimtely m office, regardless of his performance, 
professional competence, and mdustry Practical soludon 
IS not easy but not impossible Everyone cannot but agree 
that a system which prevents patients benefitmg from the 
more competent admmistrations of some doctors in order 
that an mcapable official is weU paid is highly undesirable 
There can be no doubt that every psychiatrist should 
be free to do what he ought to do but not necessarily 
free to do what he hkes Until the evolution of some 
method of gettmg rid of those who are concerned with 
their rights but neglect their obhgations, I submit it wiU 
be foohsh of the Mmistry or medical profession to be 
rattled any further by the disgruntled vociferous group 
who confuse the shortcommgs of the personality of some 
medical supermtendents with the system of admimstration 
of which they are part A careful mvesugation into the 
contnbution made to psychiatry by these mdividuals with 
a “ thmg ” about authority would prove very mterestmg 


Severalls Hospital, 
Colchester 
Essex 


Russell Barton 


Sir, —^Dr Kidd’s letter of Dec 3 marks a considerable 
advance on this subjea However, a pomt which I think 
has been insufficiently emphasised is the importance of 
medical staff committees as described m the Mmistry of 
Health circular H m c (53) 87 In many mental hospitals 
these committees have scarcely begun to funcuon 
adequately The old idea that the medical supermtendent 
alone need be consulted hngers on, and the rest of the 
semor medical staff have no contact with the management 
comnuttee 

The posts of chairman and secretary to the medical 
staff committee should rotate among the semor medical 
staff at least once every three years Both these officers 
should have direct access to the chairman of the manage¬ 
ment committee at least once a month Without some 
such procedure, it is not practicable for the medical staff 
to make their views known or be aware of hospital pohcy 

Ldttlemore Hospital, 

Littlemorc, 

Oxford J E DUFFIELD 

Sir,—I am prepared to agree with Dr Kidd 
that evolution is preferable to revolution but would 
suggest that there is nothmg very revolutionary about 
asking that the relationship between management com¬ 
mittees and medical staff m mental hospitals should be 
Me of mutual respect and courtesy I agree that the 
ental Health Act has nothmg to say about how a hospital 
is admimstered, nor did I say that it has I did say that the 
offers mental hospitals tremendous opportumties to 
a \ance, and I suggest that one of the opportumties it 
o ers IS the evolution of the relationship between hospital 
mMagement committees and medical staff mentioned 
a ove Dr Kidd (Oa 29) clearly mdicated that he 
til presence of a medical superintendent m 

e admimstrative structure hmders this evolution by 
causing the hospital management committee “ to take 
more nonce of his monthly reports than the resolunons 
of the medical advisorj committee ” 

I will leas e it to matrons, chief male nurses, and others 


to comment on Dr Kidd’s suggestion that it is part of the 
function of a medical supenntendent “ to mterfere 
m matters of admimstration and disciphne of medical and 
mirsmg staff ”, and that he should be answerable for such 
mterference, not to his medical and nursmg colleagues, 
but to hospital management committees or regional 
hospital boards 

With regards to Dr Kidd’s suspicion “ that 
powerful unconscious motives may be at work ” in deter- 
miiung the pomt of view of many chmcal psychiatrists, 
I presume he would agree that the imputation or even the 
demonstration of motive behmd a proposition does not 
make the proposition false 


Shenley Hospital, 
near St Albans, 
Herts 


D Bardon 


DEFERRED MITRAL VALVOTOMY 
A CONTROLLED SURGICAL TRIAL 

Sir,—Y our annotaaon ^ reviewmg retrospective studies 
of groups of patients with well-developed mitral stenosis, 
treated medically and surgically, leaves httle doubt which 
IS the correct treatment once a critical stage has been 
reached but, as you suggest, “ it is doubtful whether the 
patient without symptoms or systemic embohsm should 
be subjected to the operation as a prophylacnc measure ” 

Ill an endeavour to remove this doubt, a controlled trial 
of early surgery versus conservanve medical treatment in 
patients with established stenosis but few symptoms other 
than moderate breathlessness on exertion was started m 
Cardiff m 1955 The trial was never completed because 
fewer local cases were available than had been expected, 
and the chmate of medical opimon moved away from 
early surgery whilst it was imder way Our experience is 
none the less relevant to current discussion of the problem 

In 1955 the ethical difficulty of allocation mto two groups, for 
early surgery on the one hand or medical treatment and pos¬ 
sibly deferred surgery on the other, was simplified for us by 
the existence of a waiting-list of panents, random allocauon 
could therefore ethically be used to decide whether the patient 
would be recommended for immediate operauon or deferred 
for a period under close medical supervis'on In our experience 
medical criteria of smtabihty for mclusion in the trial can be 
fairly easily defined, the definition of surgical cnteria is more 
difficult because the surgeons’ wilhngness to operate also 
depends on the pauents’ attitude and wilhngness to imdergo 
operauon In the Cardiff tnal, cases were mcluded on a ran¬ 
dom basis only after this consent had been freely given by 
panents considered potenually suitable for valvotomy m other 
respeas 

Early operations were performed withm two months At 
six-month and twelve-month mtervals all subjects were fol¬ 
lowed chmcally and physiologically, the prmcipal aim of the 
latter bemg to provide objective evidence of exercise tolerance 
and cardiopulmonary function durmg exercise In tlie course 
of eighteen months, 23 apparently smtable cases m the age 
range 20-44 years were seen and referred, each to two medical 
referees Of these, 9 were accepted for inclusion m the trial, 
5 for early operauon and 4 m the deferred operation group 
Durmg the succeedmg four years, 1 of the deferred cases has 
come to operauon and another has been excluded on account 
of anaama 1 of the cases operated on, a man aged 34, has had 
a recurrence of rheumatic fever 

The trial has been abandoned for the reasons men¬ 
tioned, but we are of the opinion that this approach is still 
needed to discover the best method of treatment for those 
with few symptoms but defimte signs In view of Dr 
Banmster s finthngs - it might now be considered reason- 

1 Lance:, Oct 1 1960, p 748 ——_ 

2 Bannister, R G ibid Aug 13 1960 p 329 
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nblc to limit it, nt Icist in the first instance, to those under 
the age of 10 But it is, one hopes, in this group that most 
of the ne« cases \ull be detected otcr tlie coming \cars 
It IS our impression that there is still considerable 
divergence of view between different centres on the 
correct treatment for carlv mural stenosis, and as a result 
there is in effect m uncontrolled trial in progress in the 
countrj as a whole It seems a pitj that this divergence 
of view and uncertaint> cannot be used to carrj the know¬ 
ledge of the correct treatment of mitral stenosis a stage 
nearer perfcetion 

J E Cotes 
^ RON EV ANS 

Pneumoconiosis Id M EORLMAN 
Rcscjrch Unit T p p,, -nv 

C-irilill United •» kilLSON 

Itosritals and HRS HARI t Y 

'"^'l^.li'oTr'’ p D OlDHAM 


WilllAM Phillips 
Harold Sovrrorougii 
Dillwsn Thomas 
A J Thomas 
L R Wlst 


SURGERY or PAINFUL HIP 

Sir,'—D uring the past two years I have seen fifty cases 
of painful hip In most of these, shortening of the gracilis 
muscle limited abduction, and caused a little flexion of the 
hip ind (on lying flit on the back) of the knee Most of 
these patients had been advised to have the hip replaced 
b\ a metal or plastic joint, or to have the hip-joint im¬ 
mobilised by pinning Instead, I have divided the 
gracilis tendon ne ir the pubes, and in all these cases this 
has stopped the pain and greatly increased the mobility 
The operitions were carried out under local ana.stlicsia 
I he gracilis muscle is readily recognised because it Ins a 
shining tendinous sheath at us origin (It is the onlv muscle in 
this region with such a sheath, and I wonder whether this 
tendinous sheath Ins anytlung to do with us shortening) 
Before the tendon is divided, it should be injected with a focal 
ana-sthctic, because u is verv tender There arc often fibres 
through the muscle, and these must be divided In some cases 
the muscle should be cut right through indeed 1 rather think 
tint this IS best in the majority A drainage tube should always 
be inserted, and personally 1 always use 1/8000 pcrchlonde of 
mercurv throughout the operation, to prevent sepsis > 

Ihese patients did not have rheumatoid arthntis in the 
hands, wrists, elbows, or ankles, and I do not think that 
the piintul hip was due to this condition I operated on 
two cises of painful hip with rheumatoid arthntis in the 
wrists, hands, and elbows, and, though the pain was not 
cntirelv relieved, mobility was increased 

S,ndhu»t. Kent V NESIIELD 

MAGNESIUM SULPH \TE IN THE TREATMENT OF 
CORONAR\ THROMBOSIS 
Sir,—T here is need in general practice for an alterna¬ 
tive to anticoagulant thcrapv Though its efficacy is well 
attested It has consideriblc drawbacks, quite apart from 
the nuisance of repeated blood-tests 

Pheamdione thcrapv, for example, is not without complica¬ 
tions. such as hepatitis,' drug fever, and neutropenia, and 
mv have to be stopped because of unexpeeaed hxmorrhage 
It IS un'uitible for patients with impaired liver function, 
peptic ulcer, Nc Fv en a do-mant pile mav be a contraindic-ition, 
ns in o"c of mv eirlv patients who became sevcrelv anxmic 
frc>"i th cni'-' 

\\ It! in the pas vear ano her patient fvvath an apparentlv 
safe p'othnunb n level on the div of on etl had severe hxma- 
tu n vv' teh persisted fo' two dav-v despite rcpca'cj in ravenous 
iriec’i as o'” vita-iin K, ann Jie' developed iniracab'c 
epis axis requ me b!'-'' tmsq sion and a thi d v i un'uit- 
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able because the infarct complicated an operation for jaundice 
due to common-bilc-dua obstruoion This experience nnv 
be unfortunate but I doubt if it is rare 

Even when tliernpv could be safely continued in hospital 
It Ind to be stopped on discharge because the patients were 
scattered over wide areas beyond hbontorv control lor all 
these reasons I now resort to treatment with parenteral mag¬ 
nesium sulphate This was first described in 1056 by Mnlkicl- 
Shapiro and his coworkers’ in South Africa, wnh ven 
favourable results, and similar results were obtained in Tas¬ 
mania last year by Parsons ct al ,* who wrote “Over 100 
pauents suffering from coronary heart disease (of vvhidi at 
least one third were acute myoc-irdnl mfarcuons) were treated 
with intramuscular magnesium sulphate with onlv one death, 
wlule 196 cases of acute myocardnl infirction treated with 
routine anticoagulants gave a SO"., mortality " 

^ Magnesium salts are known to protect rats against experi¬ 
mentally produced myocardial necroses ‘ and cndomvocardial 
fibrosis," which provides a basis for the belief that they may 
be beneficial m man It has been shown, too, that n coRclauon 
exists between serum-magnesium ind serum-choksicrol levels 
m man,’ wluch may have a bearing on coromrv atherogencsis 
The simplicity of the treatment makes it cmmcntlv suitable 
for general practice especially in countries like this, and us 
apparent safety and cfTcctivencss justify further trials The 6 
cases I have treated recently arc too few for valid conclusions, 
and I should be grateful to know the results of any further I irge 
trials or whctlier any are contemplated 
Nokuni, Kcn>o ^ E CRADDOCK 


ORAL TREATMENT OF PERNICIOUS ANfCMIA 
WTH LOW DOSES OF H P P /I 
Sir,—D r Smith (Not 19) is not strictly acaintc 
when he refers to the correspondence between Dr Varadi 
nnd ourselves as an “ argument ”, for we have expressed 
no opinion, ns vet, on the significance of scrum-B, levels 
on H P P /I therapy 

We have merely attempted to discover from Dr Varadi vvlnt 
scientific evidence he Ins for his conclusion tint the scrum 
level reflects the degree of intestinal absorption, on this form of 
therapy Judging from his letter of Nov 19, his conclusion 
seems to be based on an experiment yet to be performed 
Dr Shmton too (Nov 5) spcals of the rational concept of 
restoring the serum-B,, level to normal, but unless the scrum' 
tissue relationship is Inown on this form of therapy Ins 
statement is no more than a half-truth, and could, therefore, 
be misleading Tlicorclically, one of three things could happen 
to a hxmopoietic agent after absorption from the gut—cxclud 
ing loss from excretion I irstly, it might be sclcaiv cly absorbed 
from the serum by the ussue-, thus giving a higher tissue ilm 
scrum level of vitamin B„ Secondly, the absorbed a^ent 
might become largely bound to the protein of the ‘crum, 
thus giving a disproportionately liigh blood level ns aimpircd 
with that in the tissues T lurdly, the hxmopoietic agent mijbr 
be distributed cquallv after absorption, between scrum and 
tissue 

In our opinion, until one I nows which of the tli'cc pc'si- 
bihlics actually occurs on H P P / I therapy, there is no point 
whatsoever in attempung to draw any conclusions from the 
scrum-vitamin-B,, concentrations alone Hie danger n so 
doing 1 * a serious ri V of discrediting n highly aeceptabie 
hxmopoictjc agent mcrclv because (he fir t of ih'" tb'ec 
povsibihtie-s has occurred Convenely, n relatively inaoii a 
preparation might vicld di propo-iiomtelv bi'’b 'crur i i 
levels because of bmdmj to the enim pro ems 

c agree, substaniiall , v ith the rest of what Dr o" > 
savs in his Icitcr Certainly v c thinl that, having c u* 
ll c clinical vupenonty or H P P lovcroralcrv albnc IJ,i t 
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important thing now is to discover whether the treatment 
remains successful over a period of years We do not, how¬ 
ever, share Dr Smith’s behef that oral therapv will never 
supersede the parenteral treatment of pernicious anmmia, and 
we doubt whether his enthusiasm for securmg vitamin B,. 
m two or three mches of muscle would be shared by most of his 
panents 


St. Helms Hospital, 
St. Helens Lancs 


F S Mooney 
J G Heathcote 


“ THEY N^rER TELL YOU ANYTHING 

Sir,— en if there are difficulties with doctor-patient 
commumcation, need there be anj' with that of doctor- 
relanve ’ 

My mother was a hospital panent and up to her discharge 
the most I could ascertam was that she had undergone a ma)or 
operanon. The knowledge that I am a hospital administrator 
felled to loosen the shackles of silence I never saw the medical 
staff when I visited, which owing to distance was not terv 
frequently, but surely the ward-sister is suffiaentlv responsible 
to impart some kmd of mformanon The fact that my mother 
IS over 80 made the situanon more absurd, or so it seemed 
to me. 

Wemblej F E WIXDO 


PULMONARY EMPHYSEMA 


Sir, —^Dr Rappaport and Dr Mayer CDec 3) have 
written a provocative article Some of their assertions 
demand close scrutmj because questions are raised which 
they do not attempt to answer 
Earlv m their paper thej dismiss the lung as “ primarily 
an organ of motion ” How else can one visualise it ’ Do 
they reallj beheve that ventilation plavs so small a part 
m the normal and disordered phv siology of the lung ’ 

" Chrome bronchiohtis and broneffins of msidious 
ongins ” are not, accordmg to Dr Rappaport and Dr 
Mayer, significant m the pathogenesis of emphv sema Yet 
later m the paper they hst as possible causes “ the whole 
gamut of tnfectioiis—allergic inflamm ations, and toxic 
(phvsical or chemical) agents which reach these structures 
either by the blood-stream or bv inhalations (fine 
aerosols) ” One fails to see the difference between these 
processes and that of chrome bronchiohtis and bronchitis 


Thev also state that emphysema may be mmated bv failure 
“ visceral funenon non-funcuomng air spaces enlarged 
bv coalescence of alveoli and kept open bv thoraac tracnon 
become subject to mechamcal enlargement bv air trappmg ” 
The writers do not sav bv what process coalescence of alveoh 
tskes place If they denv that these alveolar changes are 
secondarv to bronchiolar dysfunenon, what process do they 
envisage as causmg alveolar coalescence with enlargement of 
the air sacs^ In this context I would refer to the work of 
Kxahl' Rrahl installed an artificial ball-valve m the bronchus 
of a rat’s lung w hich offered resistance to expiranon and caused 
local inflamnianon m the airwav After the valve had been m 
posinon for some time, the lungs distal to the valve showed 
grosslv discermble distension of penpheral airways with 
tendenev to collapse Microscopicallv there was ‘ degeneration 
0/ the ^alveolar septa xeith formation of abnormally large air 
’ This important paper adds weight to the evidence 
^t emphysema begms pnmanlv as bronchial obstructive 
2 nd that the alveolar changes are not pnmarv 
Dr Rappaport and Dr Maver are convmced that m some 
2ases of emphjsema no acquired disease is present, and m these 
^es postulate “ pre-existmg defects m the lungs of post-natal 
ongm ’ It would be of mterest if the authors 
''Vmd explam just what is meant bv this 
ocemmglv, thev ascribe emphvsema to a pnmarv loss of 
fisceral lung funct ion, by which thev mean loss of diffusion 

I Krah] V E Arztr Re*- resp Dis 1959 SO 15S 


surface for the lung All the disorders of ventilation mcludmg 
changes m air flow, residual volume of air, and derangement 
of the mechames of breathmg, are dismissed as secondarv 
effects following pnmarv coalescence of the alveoh—a process 
which they totall} fail to explam m terms of aeuologv 

Bearing m irund the observed chmcal facts of the 
relationship of emphvsema to bronchitis, either mfectiv e 
or chemical (smokmg, air poUuaon, cadimum, S.c), and 
in view of the experimental evidence desenbed abov e, it 
IS difficult to accept the explanation giv en m this article 
The loss of diffusion capaaty may be explamed as a 
secondary phenomenon following the loss of available 
diffusion surface This loss of diffusion surface is surely 
due to the breakdown of the alv eolar septa, which m turn 
follows bronchiolar obstruenon 

Untd Dr Rappaport and Dr Alay er provude additional 
evudence, their argument mtist surelv remam theoretical 
and unproven 


The London Hospital, 
London, E.1 


B H Bass 


SfflNGLES AND CHICKENTOX 
Sir,—^H avmg followed with interest the recent letters 
about zoster and chickenpox, mav I ate a verj up-to-date 
case, which bears out Colonel Foster’s letter of Dec 3 
A young man developed pam at the back of the neck on 
Nov 14 and a few macules two davs later After another two 
days he had tvpical zoster of C2 and C3 On Nov 30 his 
7-vear-old daughter became “off colour’’ and on Dec 3 a 
tvpical chickenpox rash appeared There was no known 
contact of chickenpox, nor do I know of anv local cases This 
works out as prodromata zoster to stated prodromata chicken- 
pox 17 days, rash of zoster to rash of chickenpox 17 davs 

London, E.2 G L.AV\SON 

PULMONARY HYPERTENSION 
Sir,—^W ould Dr Goodwm and his colleagues (Oct 8) 
explam how they can diagnose “ shght right ventricular 
hypertrophy ” chnically—i e, at the bedside ’ 

Moreover, is it possible to be certain that a second 
pulmonary sound is “narrowlv spht ” when over the 
same area an ejection chek and a svstohe murmur are 
reputed to hav e been heard ’ In other w ords, the authors 
claim that with each heart-beat, a period of time which 
IS less than one second, thev can hear ov er a small area fiv e 
different sounds, accurately identify them, and report on 
them each mdividually 

Do many other of your readers claim to have these 
abihues, which, madentally, are rivalled by another 
cardiologist who mamtams that he often hears eight 
different sounds m the mitral area with each heart-beat 
and can identify accurately and report on each mdivaduallv ’ 
Of course I do meet manv postgraduate students who 
make similar claims but I do not take them senouslv as 
they are verv rarely successful m the mrcp chmcal 
exammauon, because thev fail to diagnose the very 
elementary heart cases which are shown 
London Wl M H PAFPWORTH 

%* We showed this lener to Dr Goodwm, whose replv 
follows —Ed L 

Sir,—S hght right ventricular hypertrophy is diagnosed 
at the bedside bv the presence of a diffuse tappmg cardiac 
impulse felt to the left of the sternum, accompamed bv a 
gentle hft of the sternum The normal left ventricular 
thrust mav still be felt, but often the left ventricle is 
impalpable 
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Xormall} the 2nd heart-sound is single on expiration 
but separates clearl> on inspiration into its wo compo¬ 
nents of aortic and pulmonarv \al\e closure Narrow 
splitting indicates that this normal separation on inspira¬ 
tion is reduced in degree, and on quiet breathing the two 
components of the sound are closer to each other than 
normal Increased pressure in the pulmonarj arten leads 
to more rapid apposiaon of the cusps of the pulmonarj 
tabe, which causes the sound component of the second 
heart-sound to occur carher Narrow splittmg is thus a 
useful sign of pulmonars hj-pertension, and is often 
accompanied b% increase in intcnsitj of the pulmonarj 
component 

The ejection chek occurs in sjstole well before die 
second heart-sound, and the svstohe murmur (wluch is 
due to ejecuon of blood under increased pressure dirough 
a dilated pulmonarj arterj) is heard as a longer, lower- 
pitched sound than the click, which is high-pitched 
and short 

We feel that expenenced auscultators will confirm our 
abilitj' to detect in the same patient an ejecuon chek, 
an ejecuon sjstohc murmur, and narrow sphtung of the 
second heart-sound 

These phj’sical signs are not mere figments of the 
imagination, but are tital links in the chain of ctidencc 
w Inch leads to die diagnosis of pulmonarj htiiertcnsion 
Tor the inexperienced, thej are not alwajs easx signs to 
elicit, but thcir recogniuon at the bedside is most impor¬ 
tant, for thej contribute to the detecuon of diseases which 
maj be curable if treated carlj but which if undetcaedmaj 
pro\c fatal 


PoJtgfjduite Nlcdical School, 
London, V 12 


J F Goodwtn 


ANTICOAGULANT TIIERAPV 


Sir,—I hate been misquoted in jour account (Dec 3, 
p 12*17) of the sjmposium on anucoagulant thcrapj 
In an attempt to esumate the requirement for long¬ 
term anucoagulant theraps, I obtained from 30 general 
pracutioners, covering 70,000 of the populauon, the 
numbers of their pauents (a) who had suffered a mjo- 
cardial infarcuon within the two prevaous jears and were 
sull ah\c, and (t) who were suffering from anpna of 
effort 

From these figures l"o of die populauon require long¬ 
term anucoagulant therapv not lO^o as stated in jour 


report 

Lmvcnit\ Departnen of Medicine, 
Ko>3l Infirmarv Glasgo^fc 


A S Dolglas 


A SLCKER rOR EMPTTXNG THE INTESTINE 
SiRj—Air LawTie’s account (Nov 19) of a sucker for 
evacuating the small intestine prompts this report of a 
cheap ‘ home ’’-made instrument 

It IS made from a suitable length of semirigid, medical- 
grade, tlun-vvalled, poKethvIene tubing Holes as required 
mav be dialled with a dental burr, and the end plugged wath 
polvetfivlcne rod if considered nccessarv Dunne sitnhsanon 
1 rrctal or glass rvsd is placed msidc the tube to preserve us 
straightness till it is axil agam 

It Is conncccti to t'lc sucJ cr tube bv a glass connection 
(‘ \ lulcs cartridge' It mas be extended m length bs futhcr 
p eccs of tu’sirg p’us nr cx ra glass connccion 

If r-cessi’n, tb s simp’c contrap ion mav be made in scvcml 
c!J’'e'rnt d ametess Its hrhtncss is a verv dcsirab'c '”t'i’'u!c, 
ard if rccessa— ,{ can be bent 


t ej • II X 
S 1 - r li--,—I 
1 is K— , 


PROTECTION B\ ANTT-MINERALOCORTICOID 
AG4INST AN OTHERJMSE TVTAL 
DIHTOROTACHT STEROL INTOMCATION 
Sir,—S pironolactone, an nnu-mincralocorticoid, in¬ 
hibits the otherwase fatal cardiac necroses that arc 
produced in rats bj pretreatment with fluorocortisol and 
subsequent exposure to the stress of restramt * Rccentlv, 
Mr E A Brovvn, of G D Scarle A Co, Quago, 
Ilhnois, sjnthesiscd ‘sc-11927’, a much more potent 
anu-mincralocorucoid that is 
not a spirolactone but has the 
formula 3-oxo-9a-fluoro-ll|3, 
17p-dihvdroxv - 17a-prcgn-4- 
cnc-21-carboxjlic acid (potas¬ 
sium salt) 

Wc found that tlus compound 
IS cv cn more acuve than spirono¬ 
lactone m blocking the cardio- 
toxic effect of fluorocortisol plus 
stress, and the question arose whether it could also inhibit 
the cardiovascular toxicitj' of compounds otlicr than 
corucoids 

50 female Holtzman rats, with a mean mitiil bod}-weight of 
101 g (n. 0 68 g), were subdivided into five equal groups and 
treated as shown in the accompanjmg tabic Tor tlic pro- 


TROTECnOX BV $0-11027 ACVINST CARDIAC AXa> RID.AI. IXSIOSS 


Group 

Do«c of 
$0-11927 

(up) 

nnal 

bod) 

\%eiphi (b) 

Cardiac 

lesiom 

(^calcO-3) 

Nephro 
calcinosK 
(s ale 0-3) 

Mortiliti 

1 

I 

1 0 

1 96 ±2 2A 

' 2 1 - 0 27 

1 27 ± 0 15 

90% 

n 

5 

9S - 2 30 1 

1 22 - 041 1 

i 2 7 - 0 23 

60 9 

m 

! 10 

t 97 2. 2 51 

I 1 8 i 0 M 

' I 7 Jr 0 37 

60% 

i\ 

100 

117 ± 1 45 

0 

0 

0 

\ 

500 

119 i 290 

1 0 

0 

1 0 



duction of cardiovascular damage, the animals of all groups 
Were treated with 35 pg dihvdrotachjsterol (‘ Calcamm ’) and 
2 mmol Ka HPO, maxed together and administered b) stomach 
tube, in 2 ml of water twice dailj sc-11927 was given, at the 
doses in the table, in 0 2 ml of water subcutaneous!} twa''c 
dailv The experiment was terminated on the 5th da} b} 
killmg all survivors wath chloroform Immediate!} aftc' 
nccrops}, hearts and kidncvs were inspected with a binocular 
loupe, then fixed in neutral formalin for examination of 
sccuons stained wath ha.mato\}hn-phloxinc and liic v Kds'a 

1 Sc!>c, H Pre iicc exp \ ^ I960 104,212 



Multiple foci of iup^uratlnr m>oc«rdliIi %«lth ctfl Ifjc**!''*’ 
nr"SrotcIcro4li H r«t troied irl h drotscbjiterol^ P 
NBjirrO, (Iffi) com*^*rcd t«l!h corrcipondlnr etieriltUr'*'*^‘*“ 
i 5 r»«n% cf • r«f t>«t rrcelvrd tlmlUr trc*tmerl but prctec » 
b> minim* 1 (JfO iif ) SC-11927 


Krmi r D Smtttma.' 
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calaum stain The readings given m the table are the means 
(vnth standard errors) of macroscopicallv and microscopically 
observed organ lesions expressed m terms of an arbitrary scale 
of 0 (no lesion), 1 (shghtest detectable lesion), 2 (moderate 
lesion), and 3 (most sev ere lesion) 

All but 1 of the controls died, exhibiting even macro- 
scopically evident lesions of suppuracmg myocarditis, wath 
calcification of cardiac muscle and coronary anenes as well as 
pronounced nephrocalcmosis, as prevnously described.’ 
SC-11927 proved to be vutuallj meffecave m doses of 5 and 
10 ug Rats treated vvath 100 or 500 ag, however, were 
completely protected as regards loss of bod>-weight, cardiac 
lesions, nephrocalcmosis, and mortahty 

Two possible explanations of this protection should be 
considered 

(1) Although SC-11927 is a potent ana-mmeralocomcoid, it 
may have blockmg actions against compounds other than 
comcoids, such as dihydrotachysterol 

(2) The fatal cardiotoxic and nephrotoxic actions of dihydro- 
tachysterol plus NajHPOi may depend upon the “ condmon- 
mg” action of endogenous mmeralocomcoids, if so, blockade 
of the latter would abolish the toxiaty of the treatment 
administered 

SC-11927 exhibits no detectable inherent toxiaty per se 
when admimstered at ten tunes the prophylactic dose 
level, and even sudden intravenous mjection of 2 5 mg of 
this compound produces no demonstrable damage Hence, 
further studies concerning the possible prophylactic 
actions of this anti-mmeralocorticoid agamst lesions not 
primarily due to mmeralocorticoid mtoxication seems to 
hold promise * 

This work was supported by grant No H-3688(C3) from the 
National Heart Institute, U S Public Health Service, and by a 
grant &oni the Gustavus and Louise Pfeiffer Research Foundation 


In^tut de Midecme et de Clururgie 
erpeninentales Umvemte de hiontreal, 
Montreal 


H Selye 
S Grasso 
N Padmanabhan 


RETIREMENT OF MEDICAL RESEARCH-WORKERS 

Sir,—N ow’adays medical research-workers usually 
retire at the age of 65 With a life of saennfic disaphne 
behmd them, many could do useful work for some further 
years A few are snapped up by pharmaceutical firms 
with which they have had previous contaa, a few go to 
WHO or to staff embryo Commonwealth medical 
schools, or are allowed a comer m a Umversity' labora- 
tory, a group of ehte who would otherwise have retired 
are producmg first-class research m an mstitute near 
Cambndge These faas mdicate sustamed competence 
A large number, from mclination or for health reasons, 
probably wish genuinely to disengage A significant 
number, however, would like to work but are too diffident 
to mention this audibly influenced by old-age inferiority 
feelmgs, obsessed by forgetfulness of colleagues’ names, 
and recalhng their own impatience with chngers to office, 
they announce their )oy m the prospect of time for 
gardenmg 

On the hypothesis that a lumted amount of faahties 
suitable for such people already exists or can easily be 
created—off the career ladders and therefore non¬ 
competitive—1 suggest a speaal employment agency for 
retired medical (perhaps also other) research-workers 
Apphcants for full-time or part-time work would register 
It is important that not only the prevuous hne of work 

^ ^^953^ Chenucal Prevention of Cardiac Necrosea New York, 

Since this letter vras written we leam that cvndence proving that 
sc-n927 does m fact block the acuon of aldosterone will appear 
in the Ptoc Soc exp Biol , iV V , m a paper by C M Kagawa 
^d E A Brown 


be given, but also any private bents which, m a 
saentificallv tramed person, might attract a potential 
employ er (I can call to irund an emment orgamc chemist 
who was e^ert on msect ecology, a baaenologist clev er 
at saentific adv'ernsement copy-wntmg, and so on) 

The agency should be non-profit-makmg and acadenuc- 
ally sponsored And this leads to a speaal pomt m fav our 
of my suggestion An imtial and annual relev ant medical 
exaimnation should be a condition of acceptance of 
employment through the agency While pnmanly 
mtended to avoid awkwardness, this provusion would 
make available an opportumty for gerontological research 
on the performance of seleaed mtellectuals Perhaps 
the N d Foundation would be mterested^ 

For obvnous reasons I sign myself merely 

“Aged 60” 

IS RADIOLOGICAL EXAMINATION OF THE 
TWISTED ANKLE NECESSARY’ 

Sir,—I commend Dr Garfield’s iconoclasm (Nov 26) 
in examinmg the desirabihty of X-raymg every mjured 
ankle 

He IS nght when he say s it is often only of medicolegal 
mterest With extensive casualty expenence it is extremely 
irksome to have to X-ray these mjunes, knowing perfectly 
well that there is no fracture, purelv for fear of hearmg 
that dread question m court “ TeU us, doaor, did v ou 
X-ray the ankle To the lay mind, and to manv doaors, 
an X-ray is a sme qua non of fracture diagnosis and it 
almost assumes therapeuac importance Fractures can be 
diagnosed chmcally', and m the case of ankle injuries 
diagnosis rests m ainl y on the site of tenderness—i e, 
whether over bone or hgament It must be stressed that 
m only about 40% is this sign climcally useful, because 
where there is brmsmg or swelhng suffiaent to obscure 
bony landmarks X-ray is mandatorv 

Dr Garfield did not discuss treatment, but I should 
like to expound on a pnnaple which is basic to treatment 
of a sprained ankle—that the attachments of the hgament 
must be approximated to allow heahng of the tom fibres 
m the position of mimmwn length The conventional apph- 
cation of strappmg is therefore useless, except as a com- 
pressmg agent, and this can be better done with aepe 
bandage 

I have devised a system of strappmg which mamtains 
the hgament m its shortest position and, m faa, aas as an 
amfiaal external hgament The steps are as follows 

(1) The patient is instructed to hold the knee bent and the 
foot in maviTmiTTi dorsiflexion and eversion during the pro¬ 
cedure (as the anterior talofibular hgament is most commonly 
sptamed) 

(2) A U-shaped piece of ‘ Elastoplast ’ about 15 m long is 
apphed from the medial malleolus under the instep, and up the 
leg to adhere m midcalf region This must be apphed under 
tension, and sUghtly m front of the axis of the leg (as view ed 
from the side) 

(3) The upper end is fixed with an enarclmg piece 

(4) The ankle-jomt is similarlv encircled This fixes the 
lower end of the elastoplast and takes up any slack m the 
" external ligament ’ 

(5) The foot and ankle are enclosed m orthodox figure-of-8 
elastoplast m such a way as to mamtam the above posmoi— 

1 e, from the lateral edge of the foot towards the medial 
malleolus 

If there is considerable swelhng it should first be reduced 
with lonons, elcvauon, and non-weightbeaiing exercises 

The support given should be mamtamed fo- three w eeks, and 
the elastoplast may have to be changed during that time 
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Norimlh the 2nd heart-sound is single on expiration 
but separates dearlj on inspiration into its two compo¬ 
nents of aortic and pulmonarj \ahc closure ^Narrow 
sphtting indicates that this normal separation on inspira¬ 
tion IS reduced in degree, and on quiet breathing the two 
components of the sound are closer to each other than 
normal Increased pressure in the pulmonart artcr\ leads 
to more rapid apposition of the cusps of the pulmonarv 
\ahe, which causes the sound component of the second 
heart-sound to occur earlier Narrow sphtting is thus a 
useful sign of pulmonarj' hjpcrtension, and is often 
accompanied bj increase m intensitt of the pulmonarv 
component 

The ejection click occurs in sjstole well before the 
second heart-sound, and tlie sjstohc murmur (which is 
due to ejection of blood under increased pressure through 
a dilated pulmonarj artcrj) is heard as a longer, lowcr- 
pitchcd sound than die chek, which is high-pitched 
and short 

We feel that experienced auscultators will confirm our 
abilitj’ to detect in the same patient an ejection click, 
an ejection sj stohe murmur, and narrow sphtting of the 
second heart-sound 

These phjsical signs are not mere figments of the 
imagination, but arc vital links in the chain of evidence 
which leads to the diagnosis of pulmonarj hjTiertcnsion 
For the inexperienced, thej arc not alwajs casv signs to 
elicit, but their rccogmtion at the bedside is most impor¬ 
tant, for thev contribute to die detection of diseases which 
mav be curable if treated carlv but which if undetected maj 
prove fatal 


Po5lpr4^du^te N\edical School, 
London, \\ 12 


J r Goodwin 


ANTICOAGULANT THERAPY 


Sir,—I have been misquoted in vour account (Dec 3, 
p 1217) of die sjanposium on anticoagulant therapj 
In an attempt to esumate the requirement for long¬ 
term anticoagulant therapv, I obtained from 30 general 
pracutioncrs, covenng 70,000 of the populauon, the 
numbers of their patients (a) who had suffered a mjo- 
cardial infarcuon vvithm the two previous jears and were 
sull alive, and (t) who were suffering from angina of 
effort 

From diese figures l"o of the population require long¬ 
term anticoagulant therapv twl 10”o "’s stated in vour 


report 

Lmvemt) Departn ent of Medicine, 
Ko>al Infirma'^, GIz^roy*' 


A S Dolglas 


A SUCKER FOR EAlP'mNG THE INTESTINE 
Sir,— Mr Lawne’s account (Nov 19 ) of a sucker for 
evacuating the small intestine prompts this report of a 
cheap ‘ home ’-made instrument 

It IS made from a suitabl- Icnqth of scminiad, medical- 
gr’de, tlun-vvlled, pohcthvlenc tubing Hole-s as required 
mav b. drilled with a dental burr, and th. end pluegcd with 
polvcdivlcnc rod, if considered necessarv Dumc stenlisa ion 
a metal O' glass rod is placed inside ibc tube to p'cscnc its 
s -iinhtncss till It IS coo’ again 

It IS conneaed to t’le sucler tube b\ a ghse conrcction 
(‘ \ lules cartridgel It mav be extended in length bv furthc- 
p cccs of tubirg plus an extra glass connetrion 

If necessarv, t’lis simp'c contrap ion mav be made in sevcml 
di’ft'crt el ar'-te’~s Its lighf’ess is a ve" d.sirab'c a-ribu e, 
ard i‘ neces'3- it cm be b.nt 


s 
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PROTECTION BY’ ANTI-MINERALOCORTICOII) 
AGAINST AN OTHERYY’ISE EAT/YL 
DIHYT)ROTACHY STEROL INTOXICATION 
Sir,—S pironolactone, an anii-mincralocorticoid, in 
hibits the otlierwase fatal cardiac necroses that arc 
produced m rats bj' pretreatment with fluorocortisol and 
subsequent exposure to the stress of restraint ’ Rectnih, 
Mr E A Brow n, of G D Searlc &. Co, Ciucago, 
Ilhnois, sjnthesised ‘sc-11927’, a much more potent 
anti-mineralocorticoid that is 
not a spirolactone but has the 
formula 3-oxo-9x-fluoro-ll^, 
173-dihjdroxj'- 17a-prcgn-4- 
cne-21-carboxjhc acid (potas¬ 
sium salt) 

Wc found that this compound 
IS even more activ e than spirono¬ 
lactone in blocking the cardio- 
toxic effect of fluorocortisol plus 
stress, and the question arose whether it could also inlubit 
the cardiovascular toxicitj' of compounds other tlian 
corucoids 

50 female Holtzman rats, with a mean initial bodj-weight of 
101 g (— 0 68 g), were subdivided into five equal groups and 
treated as shown in the accompanjing table For the pro- 


PROTtCTiox nv SC-11927 against cardiac Asai renal lesions 


Group 

! Dose of 

1 SC-11927 

1 (UR ) 

1 mat 
body* 
vYoriu (g ) 

Cardiac 

lesions 

1 (scale 0*3) 

Isephro* 
calcinosis 
(5 ale Ch-3) 

Mortaliir 

1 

t 

1 0 

96 i 2 24 

' 2 4 i 0 27 

27 ±0 15 

1 90'o 

II j 

5 

08 - 2 30 

1 22 i 041 

2 7 0 25 

' 60", 

HI 

10 

97 -* 2 51 

1 1 8 3 . 041 

1 7 i 0 37 

i 

u 

100 

117 ± 1 45 

1 0 

6 

0 

% 

500 

119 2. 290 

0 

0 
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ducuon of cardiovascular damage, the anunals of all groups 
Were treated with 35 jig dihjdrotachjsterol (‘ Calcamin ’) and 
2 mmol Na HPOj mixed together and administered bj stomach 
tube, in 2 ml of water twice dailj sc-11927 was given, at the 
doses in the table, m 0 2 ml of water subcutancouslj twTa: 
dailv The experiment was terminated on the 5th dij b) 
killing all survivors with chloroform Immcdiatclj afte- 
necropsj, hearts and kidncjs were inspcaed with a bmocubr 
loupe, then fixed in neutral formalin for examination of 
secuons stained with hxmatoxjhn-phloxme and the v 

1 Scljc H Proc Soc rxp Plot, i 1960 , IW, Ii: 


r 
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Mulilplc foci of lorrurmtinc m>t>c*r(!llli vllh 
nr*>hrctcIcro*lf In r«t treated dlh>drofach)'**'^ , 

Na.JIPO (Irft) compared with corretpcndlnr eitertlaHj* 
oryant of • rat that received almllar treatment but w** 
ly> minimal ePeetJv* dote (100 ) of SC-11927 
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calatim stain. Tlie readings given in the table are the means 
(with standard errors) of maonscopicallv ana microsoipicallv 
observed organ lesions expressed m terms of an arbitrarv scale 
of 0 (no lesion) 1 (skghtest detectable lesion), 2 (moderate 
lesion), and 3 (most severe lesion) 

AU but 1 of the controls died, eshibitmg even macro- 
sconicallv evident lesions of suppurating miocardins with 
caloficanon of cardiac muscle and coronary artenes as well as 
pronounced nephrocalcmosis, as previouslv described.* 
SC-11927 proved to be virniallv meffecme m doses of 5 and 
10 JLg Rats treated with 100 or 500 pg, however, were 
completelv protected as regards lo'S of body-weight, cardiac 
iKions, nephrocalcmosis, and mortahtv 

Two possible explanations of this protection should be 
considered 

(1) Although SC-11927 is a potent ann-nune-alocomcoid, n 
mav have blockmg acnons against compoiinds other than 
comcoids, such as dihvdrotachvsterol 

(2) The fatal cardiotoxic and nephrotoxic actions of dihvdro- 
tadivsterol plus Isa HPO. mav depend upon the " condmon- 
mg ” acnon of endogenous rmneralocomcoios, if so, blockade 
of the latter would abolish the toxiaty of me treatment 
aoministered 


SC-11927 exhibits no detectable inherent toxiatv per se 
when administered at ten times the prophvlacuc dose 
level, and even sudden mtravenous mjecaon of 2 5 mg of 
this compound produces no demonstrable damage Hence, 
further studies concemmg the possible prophvlacQc 
actions of this anu-rmneralocorticoid against lesions not 
pnmarilv due to mmeralocomcoid mtoxicanon seems to 
hold promise • 

This work was supportec b" grant Xo H-36SSvC3) from the 
KaUonal Heart Institite, U S Pubhc Health Service, and b- a 
grant from the Gima-us and Louse Pfeifier Research Foundation 


Inratst cs Medeant e» ce dnrorgis 
eipinmeniales, Lcwerr e dt Momreal, 
Montreal 


H Selye 
S Grasso 
N Padsukabhak 


RETIREME>rr OF MEDIGAL RESEARCH-W ORKERS 
Sm,—-Nowadays medical research-workers usually 
retire at the age of 65 '^th a hfe of saennfic disaphne 
behmd them, manv could do useful work for some further 
years A few are snapped up bv pharmaceutical firms 
with which they have had previous contact, a few go to 
V H O or to staff embryo Commonwealth medical 
scnools or are allowed a comer m a Umversity labora- 
ton, a group of ehte who would otherwise have reared 
are producing first-class research m an insntute near 
Cambndge These facts mdicate sustamed competence 
A large number, fimm mdmaaon or for health reasons, 
probablv wish genumelv to disengage A significant 
number, however, would like to work but are too diffident 
to menaon this audiblv influenced bv old-age infenortty 
feehngs, obsessed bv forgetfulness of colleagues’ names, 
and recalhng their own impanence wnth clmgers to office, 
thev announce their joy m the prospect of time for 
gardening 

On the hypothesis that a limited amount of faoliaes 
suitable for such people already exists or ran easily be 
created—off the career ladders and therefore non- 
compeauve—I suggest a special employment agency for 
retired medical (perhaps also other) research-workers 
Appbeants for full-time or part-nme work would register 
It IS important that not only the previous hne of work 

^ Cl:=.cal P-c-KUoa o*’ C-rfiic Sectaa Kew Tc-k, 

Smee tms fetter was -w-ntea we Itam tna- evidence provmg rliar 
sc—11927 does m fact block the acnon of aldosterone wiU appear 
“ ?£ B c', A" y, m a paper bv C \L Kagawa 

aadE A. Brown. 


be given, but also anv private bents which m a 
saenofically tramed person, might attract a potenaal 
employer (I can call to min d an eminent orgamc cnemist 
who was expert on insect ecology, a bacteriologist deter 
at saennfic advemsement copv-wntmg and so on) 

The agency should be non-profit-makmg and academic¬ 
ally sponsored And this leads to a speaal pomt m favour 
of mv suggesnon An imnal and annual relevant medical 
exarmnanon should be a condinon of acceptance of 
employment through the agenev ■'fThile pnmanlv 
mtended to avoid awkwardness, this provision would 
make available an opportumtv for gerontological research 
on the performance of selected intellectuals Perhaps 
the N d Foundaaon would be mterested’ 

For obvious reasons I sign mvself merely 

“Aged 60” 


IS RADIOLOGICAL EXAADNATION OF THE 
TrnSTED ANKLE NECESSARY’ 


Sir,—I commend Dr Garfield’s iconodasm (Nov 26) 
m exammmg the desirabditv of X-ravmg everv mjured 
ankle 

He is right when he savs it is often onlt of medicolegal 
mterest With extensive casualty experience it is extremely 
irksome to have to X-rav these mjunes, knowing perfectly 
well that there is no fi^cture, purelt for fear of hearmg 
that dread quesaon m court “ Tell us doctor did you 
X-ray the ankle To tne lav mind, and to manv doctors, 
an X-rav is a sme qua non of ftacture diagnosis and it 
almost assumes therapeunc importance Fractures car be 
diagnosed climcallv and m the case of ankle mjunes 
diagnosis rests mainly on the site of tenderness—i e, 
whether over bone or hgament It must be stressed that 
m only about 40% is this sign dimcallv useful, because 
where there is bniismg or swellmg suffiaent to obscure 
bonv landmarks X-ray is mandatorv 

Dr Garfield did not discuss treatment, but I should 
like to expound on a pnnaple wmch is basic to treatment 
of a spramed ankle—that the attachments of the hgament 
must be approximated to allow healing of the tom fibres 
m the position of mtmimtm length The convenUonal apph- 
caaon of strappmg is therefore useless, except as a com- 
pressmg agent, and this can be better done with crepe 
bandage 

I have devised a system of strappmg which mamtams 
the hgament m its shortest posiaon and m fact, acts as an 
arofiaal external hgament. The steps are as follows 


(1) The panent is instructed to hold me knee bent and me 
foot m maxnnum dorsiflexioa and eversion durmg the pro¬ 
cedure (as the anterior talofibular hgament is most commonly 
spramed) ^ 


1 P Elastoplast ’ about 15 in. lonv ^ 

pphed fern the medial malleolus unaer me instep and un th“ 
leg to adh^ m mdcalf region. This must be apphea liide^ 

S tipper end is fixed with an enorchag piece. 

malleolus ^ towards me medial 

■wan loMns^ swellmg it should first be reduced 

Thp- * -vsUon, and non-weightbeaimg exercises 
. , ^ttp^rt given should be mamtamea for three weeks, and 

c-£SToplast dsv have to be dianged. during thst tune 
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A sprained mklc should nc\ er be underestirmtcd, ns it 
maj leave a considerable morbiditj of recurrent pain and 
mstabilitv, and I consider that a strict regimcj such ns 
the above, is justified 

Lcicc'lcr Gcncr-il Hospital I G SCHRAIBMAV 


POST-HERPETIC NEURALGIA 


Sir,—I should like to report favourabh on the use of 
ethvl-chlondc spraving to treat this condiuon, as described 
bj Dr Taverner (Sept 24) We have now treated three 
patients nnd ench one has improved 
Male aged 77 Pam behind left car nnd down left arm to 
radial border of forearm A few scars of vesicles visible in 
distribuuon of C5 Duration 16 months He began to improve 
after 4 davs spraying and was almost free from pain after 8 days 
He has had no treatment now for 6 weeks, and is verv satisfied 
Male aged 79 Pam around left ribs antenorly Two areas 
of scarring m distribution of t 9 Duration 3 months He 
began to improve after 3 days, and expressed lumself cured 
after a week No relapse when seen 2 weeks later 

Female aged 87 Pam around the left ribs anteriorlv and 
posteriorly Widespread band of scarring m the distribuuon 
of t 7 Duration 7 months After a week’s spraying the acute 
paroxysms of pain ceased, but further progress was very slow 
Now, after daiJv spraying for 4 weeks, she reports a 50% 
improv ement Unhkelv to make a full recov ery 

Before spraying, these pauents had been adequately treated 
wath the usual range of analgesics without relief The treat¬ 
ment IS not expensive, for one bottle usually suffices for two 
daily treatments at a cost to the hospital pharmacy of under 2s 
No advantage was found in usmg the propnetarv product, 

‘ Freon m place of ethyl chloride 


Barnet General Hospital, 
Bamci 


John Barrett 


DISPNOEA DUE TO SUBCLINICAL AMfEBIASIS 
Sir,—D isease of the lung or pleura due to mfccuon 
with Eutamaba htstolyuca is not uncommon 
El-Mofn and Moussa,' m a study of 900 cases of amabiasis 
in Egypt, reported pleuro-pulmonary rcacuons m 38 cough 
and chest pam were the chief symptoms and m 15 a pleural 
effusion dev eloped, while m 6 others a dry pleurisy was present 
In 7 patients a lung lesion developed when a hver abscess 
ruptured through the diaphragm 
Abdel-Hakim and Higari desenbed 28 cases of ammbiasis 
with lung changes in which the chief symptoms were pam, 
hicmoptvsis, and cough, although 3 presented wath dyspnoea 
due to a large pleural effusion In most of these cases some 
lesion was visible radiologicallv 

Cam ’ reported 12 cases with allcrpc syanptoms m a senes 
of 120 cases of amabiasis, 3 of which presented with asthma 
In cacli of these 3 cases permanent improvement m syanptoms 
followed treatment of the amccbic infection, whereas only 
temporarv benefit had been derived from antispasmodic drugs 
The case described below seems to be similar to these 
three cases 

A 23-vcar-old man workmc m radio assembly, moved to 
Harlow in September, l^SS, and was first seen m January, 
lOS'i, complaimng of tighmess of the clicst, assoaaied vvitli 
anacks of breathlessness and wheezing for the previous three 
montlis Tlic attacks came on at anv ume of dav, lasted as 
long as an hour, and were not relieved bv the usual anti- 
spasmodic drucs The patient described the aitacl s as causing 
hum to feel as if hcwc'ccnclo'cj in a small space vvithir sufficient 
air, and staled that his brcathim: vvas ro noisv as vvas that of 
his ‘‘nenis who suffc'cd from astlitra Tlicrc vv-is no previous 
histo-v of cl cs'O'-od c'illrcss creep tl at dunne his Najonal 
Sc-vuc in FiTT in l^Si-SS Is had had a r"ild •’ttacl of 
dv-rn cn, V h di did ro ncccssi a e 1 o'p al treatmen 

1 V- \ 1 \ H t ■ _ -I - C - 5 C- 1551 

f 1 

I VS. IIiV - V It - 1 - V '• t) C r 15' 34 t" 

3 Ca~ I I- 15ik 13,11— 


His general condition was good, and no abnormal physical 
signs were found m the liings or elsewhere Blood-pressure was 
132/70 mm Hg Chest X-ray, blood-count, and cmhrocvac 
sedimcntation-ratc were all normal, multiple-puncture tuber¬ 
culin test was positive (grade 4), and skin tests, using Bencard 
reagents, yielded no posiuve results In view of the previous 
history of dysentery, the stools were examined for cysts of 
E histolytica, and large numbers were present The patient 
was admitted to the Hospital for Tropical Diseases under the 
care of Sir George McRobert, where he received a ten day 
course of cmeune bismuth iodide and this was followed by 
three weeks of diodoquin at home A big improvement in lus 
genera! condition followed, and tlie respiratory symptoms 
rapidly eased Two months later he vvas symptom free and tlus 
improvement has been mamtamed for twelve months 

It IS of mterest that when the pauent’s medical card became 
available it vvas found that, four weeks after his return to 
England in 1955, he had consulted his doctor on account of pain 
in the chest, which recurred during the next three years, nnd 
for which his chest had been X-rayed, although no abnormality 
vvas ever reported During the last two years he had com- 
plamed of breathlessness on several occasions and had had 
several minor respiratory illnesses described as “ flu ” On no 
occasion had his symptoms been sufficiently severe to keep him 
from work 

This case seemed worth recording as an example of 
respiratory syanptoms due to a latent amocbiasis may oung 
man after National Service in Egypt Similar symptoms 
m a person of the same sex and age, who has served in the 
Middle East, may have a similar aitiology 
Wc arc grateful to Dr N A F 3 oung for the exammalion of 
the stools, and to Sir George McRobert for permission to publiih 
this account 

Ian Hamilton 

Harlow URSULA LUTVVyatT 


ANGOR ANIMI AFTER 
BENETHAMINE PENICILLIN 
Sir,—I n view of vour annotation about the effects of 
aaucous procaine penicillin,' we should like to describe 
the follovvang case 

A woman, aged 2d, who had had bilateral pulmomiy 
tuberculosis for 5 years, underwent a first-stage tlioncoplastv 
operauon on the right, on Aug 4, 1960, under local anxsthcsia 
wath lignocaine The postoperative period was smooth, except 
for fever ranging to 101 F from the 3rd dav, nnd slight tachy¬ 
cardia As well as daily p-aminosahcvlic acid, romazid, and 
streptomynn, she vvas also given, on alternate days, imcctions 
of’ Benapen Forte ’, a single-dose vial containing bcncthamme 
penicillin 500,000 units, nnd binzylpcnicillin 500,000 units, 
wath buffenng and suspending agents 

On Aug 12— I e , the 9ih day after operation—the paiicnt 
vvaUed about 30 yards from the ward to the operating theatre 
where the sutures were removed with the patient seated 
10 minutes later, when lying down, she vvas given he- fifin 
intramuscular injection of benapen forte, 1 vial, into the 
buttocl T7ic nurse and the procedure were the same as fo' 
the previous injcaions Tlic piston of the synngc was v ith 
drawn as usual, before injcaing, and no blood was sucl'd in 
The injection was no, painful, but 2 minutes aftervards tr' 
pauent tned to sit up and complained of feeling gidJ 5rc 
was helped to he do vn, and 'he shnclcd three or fo ir tir"''', 
nnd then moaned * I am gone—1 am d mg—I am m’’ ^ 
normal self When seen bv two o'" us {T K ard R I’)’ 
a few seconds, no physical ■'hnorm.ality was found, 1' 
fullv conscious and answered questions with sli-h v'"'av, u-* 
she loolcd dared, frightened and confu cd 

10 imruics litc', v hen v-n b, I’ N K , *1 e • ill - I 
s*ic V *a pomg to die tlu It-- 1 u'^'-s'd'”100 m’e--a -a ' "I 
be infijs-as-d b tele—aph abou 1 e- condition, tiui 1 n 
jci^ had depa-ted f om h-', la, 'j-r-Img wu 
- ^ r a i Ut- 
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changed m her, &.c She ^^•as verv faghtened but, apart from 
tachycardia and a shght nse of blood-pressure, there were no 
abnormal signs Though her condinon did not warrant it, 
she was given adrenahne 1/1000, 0 5 ml, subcutaneously, 
followed by promethazme 50 intramuscularly, and sips of 
hot coffee, which she swallow ed without difnculty, takmg the 
cup m her hands 

As there was no change m her mental state about an hour 
after the attack, a semor consultant (R K ) was called m, he 
diagnosed “ acute psychic shock ”, and she was gii en chlor- 
promazme 25 mg by mouth 30 min utes later she was taken 
back to the ward, and immediately she expressed great relief 
and appeared more relaxed- She was stuporose for a few hours, 
probably firom the effect of chlorpromazane, though she was 
easily woken to take food Later m the evening—i e , about 
8 hours after the attack—she expressed regret for her “ unusual 
behaviour” Next mommg she had recxivered completely 

This case has some features which differ from those of 
Batchelor et al ® and of Bjomberg and Selstram ® 

1 The reaction occurred after benethamme pem cRIin and 
benzylpemcdlm, and not after procame pemcilhn 

2 The patient had not taken her usual breakfast on the 
mommg of the mcident, and it was the 3rd day of her men¬ 
strual period. 

3 Cilorpromazme and/or return to the ward restored her 
mental equilibnum almost to normal 

In March, 1960, another paoent—a man of 45—after 
the first mjecaon of benapen forte, cried out complaining 
of mtense precordial oppression, a feehng of tmpendmg 
death, severe fiight, and mtense dyspnoea, but these 
passed off m a few rmnutes without any special treatment 
As the " reacQons ” were ven alarming no further mjec- 
Oon of benapen forte was given to either of these patients 

R PARTHASMtATHI 

T Kardnakar-an 

Bju 1 S2B2icaca p N EfRISHN-AN 

R Kal^-megha-m. 


TREATMENT OF DRY MOUTH 
Sir, —One of the most impleasant and irntatmg 
symptoms of chrome disease must surely be the dry 
mouth of Sjogren’s syndrome and related disorders We 
have recently had a patient with scleroderma whose 
chief discomforts were perpetual drvness of the mouth 
and great diEcultv m masticatmg food the result of 
atrophy of the mucus-secretmg cells of the oral mucosa, 
and prooablv also of the sahvary glands The tihysio- 
logical sttmuh of secretion, such as pflocarpme, were, as 
might be expected, qmte ineffective m stunulatmg 
functionally mcompetent cells, and contmuous sweet 
sucking left onlv a nauseous snekmess which was even 
mo^e unpleasant than the ongmal complaint It seemed 
logical to give somethmg which had httle taste and, bemg 
oemulcent would leave a thm film of mucus-like material 
m the moutn for a number of hours and which migh t 
stimulate to the maximum anv remairung active secretma 
cells ^ 

With tnese properties in view pastilles were preoared 
to me following formula 
Gt 

15=' 
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“ dr-rd rss-tlvt hc^ cir 

p::stil!ss so «i.ccessful that it wss finallv onl 

to 'T-ck one evew four hours to ensui 
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a reasonably comfortable mouth and greatly mcreased enjoy¬ 
ment of her food. She yvas later discharged with a box of these 
sweets and writes ven appreciam elv of their benefit 

They may not have as yvide a use as the Brompton lozenge 
and mixture, but we feel they add strength to the same soothmg 
rather than curauve range of treatment 


Queen Blizabcth Hospitd, 
Edgbas on Bumingham 


Peter Dykes 
Peter Harris 
Arthur Marston 


MEDICINE IN THE FACTORY 
Sir,—I was interested by your reference (Dec 10, 
p 1288) to the fact that appomted factory doctors (a.f d ) 
may be regarded as the pnnapal regular medical force of 
the factory department This is true, numencallv, but the 
mtenaon and execuaon of their statutory duties m respect 
of young people—^yyhich form the major part of their work 
—IS on such a limited and superfiaal basis that many 
people have recommended that the examinatioris should 
be abohshed 

PotenuaUv, if properlv used and orgamsed, the A F D 
service represents a umque opportumty to pronde a 
general mdustnal servuce, and a health semce for young 
people at work, comparable to anv enjoyed by the more 
fortunate section who remam at school or go to imiyer- 
smes The Gower report recommenaed that medical 
examination should be estenoed to all voung people 
irrespective of occupanon 

Unfortunately, the pohev of the Ministry appears to be 
to fragment the health supertision of voung people as 
much as possible Their pohev is also apparently to 
encourage mdiyiduals perfortmng statutory duties to make 
themsely es persona grata to the factory occupier and thus 
be mvited to become the paia adviser to the factory 
Surely, an undesirable division of lovalnes 
Most A-F D s are busv general pracnaoners ana the p"e=sure 
of work m pracace todav is already a frequent source or com- 
plamt. There is no doubt that manv of them yi'ould find it 
difficult to give more nme to the examinaaoa of young "■or’'er5 
unless the present system was reorganised- 

You refer to tne fact that 97 7°a of all factories emn'ov le^s 
than 251 v.orkers The larger fectoaes on the wno'e na e tee 
fiist choice of voung workers, ana it is those in tre .mailer 
factones who often need, and do not get medical sTioe'—wioa. 

According to the j-nnual reports of the Chief InstJewa" of 
Factones the number of exaininaaons on first emn'ornaen' is 
appreciably greater Tkan that for all subseauent exammanons 
mcludme annual re-examinanoa The latter figure snoulQ ne 
approxnnatelv twice as much as for first exammanons 

It IS the good weU-organised firms who renort voung ceop'e 
for exatmnation and it is those m the less weil-o-garusea firms 
and those who change jobs most frequently who most neea 
the type of supervision wmch a.f d s could give if tcev baa tre 
necessary time and training The * F D s should go mto aac 
know more about small factones man almom cavone e-se In 
the course of perfor min g- their statutory aunes they can also 
advise on manv other problems 

Fo' manv vears now I have been hopmg there nugnt ce 
another experiment of the type I have tnea here and advocated 
in my report to which vou refer In mis connection I am 
perhans justified m referrmg to the opinions expressed bv 
Professor James Mackintosh and Kmg Geo*ge s Jubdee Trust 
m the foreword The lawer thought that this type of excenmen'- 
mignt fonn the basis for nanoual development. That yvas five 
years ago and they mav of course be wrong 

The pioneer yvorkmg people reahsea earlv m the 
industrial reyoluuon that to pav special attention to tne 
welfare of young workers was to spearhead improy ements 
for all This may snll be true need toaay a como'e- 
hensiy e approach to medicine Almd ana mater are 
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indmsible, and there is a growing need to pa\ more 
attention to the studs and asoidance of mental ill-health 
which contributed so largeh to the 300 million dajs lost 
from work through sickness esers jear A good place to 
start might be to paj more attenuon to the health of >oung 
people at work There is a great need to coordinate as 
suggested bj the Albemarle and Crowther reports and die 
Dale Committee \Vh> not experiment ^ 


rirnham Royal 
BueXs 


MEM Herford 


ASTHMA AND THE SEASONS 

Sir,—I saw it suggested * that because fungus spores 
and pollens in the atmosphere were a danger to sufferers 
from haj-fever and asthma, suscepuble patients should 
shut themselves awaj in midsummer with the doors and 
windows closed 

A recent sun e) bj Dr H Gough-Thomas of children attend¬ 
ing the local-authontj asthma clmic in Ealmg showed that 
astlimatic children were most often absent from school during 
December and Januarj when the air contained 2 5-4 0 mg of 
SOj per daj, and onlj small concentrations of spores and 
pollens In Mav and June when there was 1 75-1 65 mg of SO, 
per dav, but high concentrations of fungus spores and pollens, 
school attendance was verj similar to that in control cluldren 
It seems that sufferers from asthma might have to shut them- 
selvcs awav in midwinter too! 

Our impression is that there are many causes of asthma and 
that each case should be treated on its merits 

Hoiaplon Court AIAKGARET AfCD oNALD 

THE CASE FOR ABANDONING THE 
TRENDELENBURG POSITION 

Sir,—W e think Swam " has done a service in writing 
his paper and giving it as his opinion that the traditional 
“ head-low ” position could todaj be obsolete, with the 
continuous advance in new drugs and new techniques 
After all Trcndclcnbcrg propounded his views seventj 
jears ago 

Your annotauon of Nov 26 finished with the perunent 
remark that it remains to be seen whether Swain’s sug¬ 
gestion finds favour with gvnaicologists, most of whom 
have been trained to operate with patients in the Tren¬ 
delenburg position 

Mclnt>rc,’ in lus paper on anaisthcsia for h>-stcrcctom>, 
stated that Trendelenburg stressed the fact that forceful 
respirations lundcr the surgeon bv causing the intestines to 
obscure the operative field Altschule * and Case and Stiles * 
have shown that the greater the degree of head-down nit the 
more it tends to defeat one of its objerts B) favouring the 
development of anoxia and hvpercarbia increased rcspiratorv 
efforts are caused Tlie tilt causes tedema of the head and necl, 
congestion of the cervical veins, and chcmosis 

Since 1010, bv mutual consent of the three signatories to this 
letter, Trendelenburg’s position has not been used in our group 
of 1 ospitals /Vs prcsiousls reported bj one of us (R E L )' 
all abdominal operations performed b> another of us (N K) 
have b-cn performed with the pa icnt ho-iiontal Over 1300 
opc-ations have been canned out Rcspir3tor> o- unforeseen 
cardiovascular comphea ions in the immediate postoperative 
p^'isc have been cscccdmglv rare In spite of routine trans¬ 
fusion wi h the am ou at just less than OO there Lave been 
ro cases o'" brachnl-p’exus iniurv The patient s heels arc 
aiw 1 -s c eva eJ on a cus! ion frubber c sand-bag) to p'c* ent 
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bosis has been negligible Pulmonan embolism has occurred 
tvvnce with one death (eighth postopenunc dav) 

Relaxation has been obtained bv d-tubocuranne chlonde 
We do not consider rhe use of the Trendelenburg 
position IS in the best interests of patients, nor is it 
ncccssarj for gjnxcological surger) \Vc suggest tint all 
ginxcological surgeons who have been reared in the use 
of the head-low position should trj operating with the 
table flat 

Norman Kimbell 
R E Loder 

Peterborough H S RICHARDSON 


Parliament 


Human Tissue Bill 

On Dec 8 Mr ENoai Powell, the Minister of Health, 
introduced this Bill into the Commons It extends to Scotland 
but not to Northern Ireland Its principal purpose is to make 
clear that parts of a bod> may lawfully be removed and used 
for therapeutic purposes, medical education, or research where 
the deceased had expressed a wish, cither in writing or oralK 
m the presence of two witnesses, that his body should be used 
after death m this way, or where there is no reason to believe 
that he had expressed any objection or that any relative is 
opposed to It The Bill provides that the rcmovail may only 
be made by a fully' registered medical practitioner and that the 
coroner’s consent must be obtained where there is reason to 
believe that tlierc may be an inquest In Scotland no authorisa¬ 
tion for removal is to be given if tlic procurator fiscal has 
objected 

The Bill also confirms that, notwithstanding the provisions 
of the Anatomy Act, 1832, a postmortem examination to 
establish or confirm the causes of death, or to mv cstigatc the 
existence or nature of abnormal conditions may lawfully b" 
earned out provided that there are no known objections on the 
part of the deceased or of his spouse or any surviving relative 

The Bill repeals the Corneal Grafting /\ct, the provisions of 
which arc included m the more general ones now proposed 


Medicme and the Law 


Doctors on Council Housing-estates 
What appears to have been an unusually determined 
attempt by a local authority to control the general- 
practitioner service on a housing-estate has finallv come to 
nothing, thanks to a decision by the Minister of Housing 
and Local Government 

It appears that the Hull Corporauon had intended to 
establish doctors in blocks of surgeries on a new housin" 
estate ' When the Mimstcr rejected the plan. Dr Gareth 
King had an agreement with the Corpo-ation that he could 
build a surgery on corporation-owned land at his own cxp-n'C 
Later, however, the Corporation said they were under ro 
obligation to honour the agreement, so Dr King bought a 
piece of land near his own home and applied fo' plinnin” 
permission to build a surgery on it 

Planning permission was refused, and the Corpora'ioa 

resolved to acquire the land by compulsorv purchase Dr Kirg 

appealed to the Minister vs! o, after bolding a public mqu r, 
nlloxcJ Dr King's appeal against the refu'a! o'" plar" 
pcrraission and refused to confirm the compuho-v pj-c av" 
o-de- 

Dr King observed that “ the result of the inqu ry is a 
defeat for those local authontics who vv-nt to dicta,c ho- 
the Health Servnee s! ould be run It defeats any rl’U ^ 
have the mcdicn! profession directly unde' the control o 
ihc local auihoitv ” 

' 1 7r-7i~Dt“r*iVa 
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Obituarj" 


DAITD CARMICHAEL MONRO 
C.B,CBE,MB E<im,FRCSE 
Major-General D C MonrOj who died on Dec. 6 at 
the age of 74, was consulting surgeon to the Aliddle East 
Forces during the late war He was largelv responsible for 
reorganising the medical services to fit the new mobile 
mechamsed war of the desert, and it was thanks to his 
imnauve and resource that the forward operatmg centres 
of the 1914-18 war were transformed mto the field 
surgical imits of the ’40s 

He was bom m New Zealand and went to school at Welling¬ 
ton College but he came to this countrv to studv medicine at 
the Umversitv of Edinburgh nhere three of his forebears had 
held the rhair of anatomv The famil y also had a tradmon of 
mflitarv medicine—^Donald Monro, fji c.p f r.s , a great- 
great grand uncle, was semor physician to the Forces and had 
served m the Seven Years’ Wax—and David Monro soon after 
graduatmg M-B m 1911 jomed the RA.hI C He served m 
Fiance and Eelgfum durmg the 1914-18 war, and afterwards 
he took a Regular commission and served as a speaahst m 
surgery m India and Malta. In 1938 he was appomted assistant 
professor of militarv surgerv at the Roval Armv Medical 
College and two vears later he became professor During the 
late war he was consultant surgeon to the Middle East Forces 
In 1943 he was a member of the Alhed Surgical Jslission to 
Moscow He retired with the rank of major-general m 1945 
but was re-emploved as consultant surgeon ME L F until 1948 
He was appomted as E. m 1942 and an m 1946 He was 
also a commander of the United States Legion of Merit and 
was awarded the Rmg Haakon VII Liberty Cross 
Of his work in the Middle East G A H B wntes 
“ In everv wav Jock Monro was a most eshilaratmg per- 
sonalitv, and had an mnmate knowledge of the surgical work 
and of the personahues of all connected with it He did a great 
deal towards the promonon of the wonderful cooperation m 
^'LE F He was such a jovial and lovable personalitv that 
evervone found it a pleasure to work with him The war m the 
desert mvohed huge distances between forward troops and 
casualtv-clearmg stations and Jock developed the idea of 
puttmg surgical imits verv far m advance of what had previouslv 
been thought possible In 1941 he arranged for two such units 
to be with the field ambulances and thus saved a great deal 
of tune m operatmg on senouslv wounded men who might 
have died on the hnes of etacuation Together with Su John 
Bovd he arranged the close assooauon of field surgical units 
with field transfusion units and thus it was possible to transfuse 
to wounded men before operatmg This development of 
forward surgery has undoubtedlv led to the savmg of a great 
manv hves, especiallv m the case of abdominal wounds where 
^Terv movement before operation added so much to the risk ” 

J S K B, who first met Major-General Alonro in 
1923, when they were on the same semor officers’ course 
at Millbank, relates 

“ I can stfll see Jock as he was then— slim , erect, burstmg 
with energv and full of joie-de-vivre. He was the fnendhest 
of souls, as much at home with those of exalted rank (whom 
m those davs we regarded as somewhat formidable) as with the 
ordcrUes who attended to our needs m the laboratories 
Vlicrever he imght be, his infectious laugh was never long 
silent He had an endless and ever-changmg fund of stones 
which he enjoved as much as his listeners 

As consultant surgeon to the Aliddle East Forces m Cairo 
he was m his dement. His duties called not only for a high 
degree of techmcal knowledge of the special kmd of surgery 
required m the unusual condinons which obtamed there, thev 
called also for great administrative abflity and for no s-mall 
rneasure of taa, as pcrsonalmes were manv and diverse, vet 
all had wnhm limits to conform to a common plan. It was mv 


privilege to have somewhat s imilar duties m another subject, 
and it was verv dear to me that Jock’s commonsense appreaa- 
tion of the special needs of desert warfare, and the mooificanons 
he mtroduced and the encouragement which he gate to all, 
played a major part m the et olunon of an enthusiastic surgical 
sernce to which tne wounded soldier owed a verv great debt 
And wherever he went there was still the same apposite storv 
and heartv laugh which cud evervone a world of good 

“ After retirement from the acave hst some 15 vears ago w e 
contmued to meet at regular mtervals Inevitablv advancmg 
vears took their toll on boculv acnvitv but Jock never grumbled 
His spirit never changed, and he refused to make an mvahd 
of himself When he could no longer plav golf—^and waat 
a sorrow this must have been—he turned out regularlvto Corps 
matches and took his stance at some convement spot where ne 
greeted his passog ftiends with the same gav laugn we have 
known for so manv vears, and which we will never forget ” 

Alajor-General Alonro married Kathleen Xoone m 
1942 and thev hat e an adopted daughter 

Sir H.AROLD BOLDERO 

T C H writes 

“ Harold Boldero combmea the most smcere kmdness and 
thought for the mdividual wim great wisdom and regard for 
general prmaples If it is true mat a sense of proportion is the 
greatest factor that contnbutes to wisdom Harold Bolaero 
surelv showed this to the utmost. 

“ His long experience and shrewd judgment were flavoured 
with a wonderful sense of humour, and manv owe h i m a deep 
debt of granmde for his advice and help advice for whicn thev 
felt they could alwavs turn, howeiex busv he might be. He 
had a. gift of makmg troubles seem light and would often find 
an approach to a problem which bv its directness and apparent 
simphatv made its solunon east Boldero had a tolerance and 
imderstandmg which brought him manv true fnendsiups 
amongst his colleagues of all ages, and his humour ana panence 
made him able to enjoy situations which others found ga llin g 
or fangumg 

“ He had httle regard for who got the creait provided ne 
could feel that a job was well done—and the mougnt ana skiU 
which he gave to preparmg an agenda or a draft made the 
burden hght for offiers His letters were like himself—dear 
amusmg, always to the pomt, and m a stvle mat was especiallv 
his own. 

“ He was a man whose mterests were wide and varied ana 
his presence at a dinner party would ensure its success His 
wittv and sometimes apparendv cvmcal comments on the 
foibles of human nature and the oddities of his tim es gave no 
mdicauon of his great sympathy with his fellow men perhaps 
pamcularlv with the young He showed none of that weakness 
of older men—a too great preoccupation with the past—but 
was ready and anxious to move forward to new ideas and new 
methods he had a constructive ammde to suggesuons where 
others rmght cnnase without ofiermg useful alternatives He 
will be deeply missed not onlv for the help, but even more for 
the ftiendship and pleasure which his life gave to so manv ” 


Appointments 
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THOMAS LINACRE 

The 500th anru\ersTr> of the birth of Thomas Lmncrc is 
being ctkbnted b\ the Royal College of Physicians of London 
this year, and on Dec 8 the Limcrc oration was giecn by Sir 
George Clark, the lustornn 

Although the college was in form a royal foundation, 
Linacrc, he said, has always been rightly regarded as its real 
founder He was also its president from the beginning in 2518 
until his deatli in 1524, and he was its first benefactor His 
wealtli was acquired at least partly from a successful profes¬ 
sional career by the end of which he v\ as the head of the medical 
household of King Henry VIII Among lus contemporaries, 
howeeer, he was chiefly famous as the first Englishman who 
made a substantial contribution to the reen al of Greek learning 
and as the first Englishman with a European reputation as a 
classical scholar These two aspeas of his achieecment may 
seem now to ha\ c little relation to one another, but in fact they 
formed a w cll-kmt umrv 

He was born in 1460 or 1461 (the c\act date is unknown) 
He was Caniiianoisis, but this may mean that he was born not in 
the cue but m the diocese of Canterbury Modem research has 
demolished the accounts of his parentage and earlv years which 
were formerly accepted, and the first wcll-anested fact of his 
life IS that he was elected a fellow of All Souls College, Oaford, 
in 1484 Whether he began to study Greek or medteme m 
Oxford IS unknown, but there were opportunities in botli fields 
One of his colleagues at All Souls, sixteen years lus semor, 
h\cd to be a charter-fellow of tlie College of Plnsicians, and 
another, his )unior, was the first to be admitted after clccuon 

In 1487 Linacre went to Italy, and it was not until 1499 that 
he returned to England to settle down During these years he 
worked m the inner circles of the rcvieal of learning In 
Florence, at the court of Lorenzo the Magnificent, he learned 
Greek from the best masters In Rome he sciacd for a year as 
warden of the English hospice In Padua he took his degree as 
doctor of medicine In Venice he litcd for see oral years in the 
house of Aldus Manutius, the greatest of all printers of classical 
tests He desoted lumself especially to the manuscripts of 
Greek scienufic and medical works W lien he left Italy he was 
a recognised authority on these, and he had completed the first 
of his works to be published, a Latin translation of the little 
treatise of Proclus on the tcrri-Strnl globe 

Back m England he was one of the leaders in the wonderful 
circh—Groctai, Latimer, Colct, Erasmus, Thomas More, and 
their friends—who began the continuous lustory of Greek 
scholarship and teaching here His fnends reproached him 
with being slow to publish, but, in spite of tlic other calls on 
his time his achiesement in that line sns acre considerable 
He Itaured on the saentific work of Aristotle, but his pub¬ 
lished work dealt mainh with Galen, who was for that time the 
most important of the Greek medical wnters Galen’s works 
were published in Greek in fiec large folio aolumcs bs the 
successor of Aldus in 1525 but before that there was a period 
of about thiris \ears in which the most fruitful method of 
recoaenng Galen s medical science was to translate from the 
manuscripts into Ijitin Linacrc, waih a higher standard of 
scholarship than most of the translators, dealt in tlus way seith 
two of G lien s maior works, and lus translations ranked as 
stardird wo'ks, olten reprinted in \anous Continental cities 
Besides sceeral shorter piece's of Galen and a school Latin 
grtmraa- he prosi Jed other schola-s ssith a saluablc tool, a full 
p'lTtmar of the Latin lancuige TTiis too ssas long and widels 
c.lcb'ated 

lAecp lo" one s i\ii to Pans as phssjaan m the suite of King 
Hen s s ej, e* Mars Qi c^n of 1 ranee Linacre spent the scars 
o'' 1 e p-ospcri s at his I ousc the StO"c House in Knighirider 
1, 'c c '•sc to St Pa il s Catb Jral London in his das ss-* 
cs ep '"a! a"'o'’r tl •' K*ca c' ci ics of I urope in hasing ro 
e pi- - i bods ot p' Meia''s PI i d.s'-s no* r"''an that i s 
*- ' al e'sc*o s ssv c n uns' 'aphred rabble th-s sscrc VC'S 

<■; s I- —ll -e sse e Kau-d lopcihcr bs a rrca 


ethical and educational tradition But there ss-as a need for 
system m the granting of licences to praaisg and for ehrcaion 
m die repressing of irregular practitioners These were the ends 
which the College of Physicians furthered Jt wais not intended 
to be a teaching body for that purpose Linacre cons c\ cd landed 
estates which he had bought in Kent to trustees who were to 
establish medical Icaurcships in Oxford and Cambridge So 
far as the London college follosscd anx existing models, it seems 
to base adopted some features of English guilds and companies, 
and some of Florcntim., Venetian, and other Contmcmal 
medical corporations 

Many writers, Sir George said, hase represented Linacre as n 
forerunner of the scienufic spirit or csen of the Protestant 
Reformauon We know too httlc of his mind to guess what he 
thought of die new religious mosements which aftcrss-atds 
disidcd the circle of his friends During his lifetime they ssere 
scarcely heard of in England He ss~is an ceclcsnstic, he held 
many Church preferments, and he ssas ordained priest ns late 
as 1520, when he ssas about 60 The many-sided Italian 
renaissance, m wluch he played more than a minor pan, had an 
element of science m it, but much else too lil'c do not know 
whcdicr Linacrc eser heard of the anatomical mscstigations of 
Leonardo da Vinci, but we do know that he was a fellow pupil 
of Pope Leo X So far ns his mind and action arc known to us, 
It seems that he used his learning and lus wcaldi in the ways 
that the ideals of lus early manhood dictated 

THE KING’S FUND 

The Duke of Gloucester, presiding at a meeting of the 
general council of King Edward’s Hospital I und for London 
on Dec 8, said that the Fund was constantly looking for new 
ways m ssluch to help paUents by improsing conditions in 
hospitals To this end the reports provided by the official 
visitors were most valuable, and, as examples, he cited the 
survey on noise control, of which some 14,000 copies had been 
circulated since 1957, and the recent manual on hospital 
visiting,' for which the demand was so great that a second 
cdiuon of 5000 had to be ordered within ten davs of publics 
non The preparations for courses in vv ork study at the 1 fospiial 
Administrauvc Staff College were now complete, and n was 
hoped gradually to tram vvork-studv officers for all the hospital 
groups which needed them A three-month course for adminis¬ 
trators from the Commonwealth was to begin in April 

Lord McCorquodali , the chairman, said that there had 
been exceptionally hcavv non-rccurrent expenditure ossing 
partly to the purchase of a site in Holland Park on ssluch a ness 
and larger staff college for vsard sisters ssas to be buih, and the 
purchase and adaptation of a house which would enable the 
Hospital Administrauvc Staff College to tale 25 additional 
students 

Two new committees were to beset up—a colleges cnmniiticc 
to deal ssith matters of policy regarding the three staff colleges 
and school of catering, and a hospital dcsclopmcnt committee 
to consider projects submitted to the I und, such as a centre 
for informauon on cxpcnmcnis proceeding throughout c 
hospital service It seemed lilelv, in Lord McCorqviodaK s 
view, that m the next decade it would become le-ss ncecs arv 
to mal c grants for hospitals needs and that more attcatioa 
would be given to inquire and experiment, and to the pinaeeri''g 
of new ideas and new schemes for the benefit of hospitals 

HAir-HAT HOSTIJ 

IlARLini this scar Dr D H ClatV and Mr L V Coo, 
described the bcemnmgs of an inttre ting D’mhridgc "JT’’ 
mcni in communitv medicine' Vinsinn Hnu e, ssith t 
triple support of t) c Cambridrcshirc Nlcnial VC elfi c A 'i^i ^ 
tion and Counts Ounnl and the SOS Socaetv, ' as 
in October, 105S as a ho tcl for paiicn s v 1 o had b civ 1' 
mental hospital and we-c rcadv to trv orcc no c to earn l r 
ovn living During Its first vear, riih-r siirp I'l' ' ' 

ncvc'conp'eiclv full, but the t'-port iJlhc’'sondvra su— *■ 

tl at this was chi-fl b--eai. e ihe ii"St p-op'' h- I r" J 

r Xr- . Df' n l'*a - nil 
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learned of its existence For the whole of the second year it 
has been nearly full, and indeed in the latter half there has 
always been a waiting-hst The average daily number of 
residents was 21 There were 57 admissions durmg the year 
(compared with 36 in the first year) and 50 departures (22 m 
the first year) 

The 50 departures were made by 46 people, for sometimes 
residents return after an imsteady mdependent start 11 
departures were regarded as thoroughly satisfactory, and 15 as 
fair ly sausfactory Of the others, 7 residents returned to a 
mental hospital Only 4 residents (2 alcoholics, 1 aggressive 
psychopath, 1 madequate psychopath) had to be ashed to leave 
because their behaviour was disturbmg the hostel Taking 
the results of the first two years together, 41 people—or about 
two-thirds of those admitted—have made a satisfactory 
transmon to the outside world 

Durmg the year the age-himts for admission have been 
widened, and residents now range from sixteen-year-olds to 
those m their sixties As the hostel has become more widely 
known, fiiore patients have been drawn from other hospitals 
than Fulboum Hospital and from more distant parts than 
Cambridgeshire Last year Dr Clark suggested that adtmssions 
of this kmd would be welcome, for they would brmg new 
mterests to the hostel, and this has proved to be so Mr 
Cooper, the warden, has also welcomed this year as residents 
some professional men and women “ Graduates, military 
officers, and public schoolboys have mixed and learned together 
with labourers, hospital ward maids, domestics, shop and 
factory workers All have a common meetmg ground of recent 
mental illness and each appreciates the others’ need of sym¬ 
pathy, friendship, encouragement, and understandmg m a 
commumty life ” All the residents of Wmston House are 
sele«ed because they are thought to be capable of achievmg 
mdependence, but a few have failed, and Dr Clark admits that 
durmg the year he has become more and more aware of the 
need for hostels for people who are never likely to be able to 
live on their own 

ANTIBIOTIC OR SULPHONAMIDE ’ 

The mcreasmg use of sulphonarmdes as an alternative to 
anubioucs is discussed by Bergfors ‘ m a sort of sulphonamide- 
antibiotic a b c designed primarily to help the general prac- 
tmoner Smce the early days of the sulphonamides there has 
been a considerable reduction of side-effeas and complications 
without loss or efficacy thus a complication-rate of 0 4% for 
one of the newer ones can be contrasted with a comphcation- 
rate of Z8 6% for one of the older There has also been a 
change in the spacmg of the doses, from one every 4 hours to 
one or two every 24 Bactenal resistance seems to develop 
more slowly to sulphonamides than to antibiotics, and many of 
the bacteria primarily resistant to antibiotics are sensitive to 
sulphonamides As regards expense, one of Bergfors’ tables 
shows the cost of a 6-day course of treatment under pohclmic 
condiuons for a 3-year-old child who has the choice of ten 
sulphonamides and nme anubiotics The cost of the sulphon¬ 
amides ranges from 4 20 to 11 95 Swedish crowns, while the 
cost of the antibioncs ranges from 7 70 to 40 30 But Bergfors 
notes that m Sweden the sale of one of the cheapest sulphon¬ 
amides is quite modest, whereas a comparatively expensive 
one accounts for more than half of all sales for the sulphonamide 
group 

IMPENDING SURVEY OF MENTAL HEALTH SERVICES 
Administrative changes m psychiatry have been considerable, 
and the Mental Health Act of 1959 will alter the scene even 
more Systematic reportmg and evaluation of these changes 
have been slow to get under way, and it is excellent news 
that PEP, with the help of the Nuffield Provmcial Hospitals 
Trust, have started a three-year survey of the mental health 
services with particular emphasis on commumty care As 
a P E P pamphlet ® pomts out 

1 Bergfors P G Svfnjka Lakartidn Oct 14 1960 

2 Mental Health Services Planmna 1960 26, no 447 Published 

and Economic Plantung 16, Queen Anne s Gate, London 
b w 1 Pp 15 ■2j td 


“ It IS unusual for new legislation to be preceded or accom- 
pamed by systematic mvestigation, as contrasted with the more 
discursive type of enquiry characterisuc of Royal Commissions, 
which might provide a facmal basis for pohcy-makmg and plannmg ” 
It seems that this survey will cover the structure and opera¬ 
tion of services m selected districts together with the social and 
personal consequences for patients and famihes, and make a 
sort of time and motion study of the various staff members 
mvolved The role of the family doctor, and attitudes of 
profession and pubhc towards mental illness, are mcluded, and 
there will be a glance at the services for the mentally subnormal 
No controlled experimental approach to assess the effectiveness 
of new methods seems to be envisaged The PEP pamphlet 
also summarises historical trends m psychiatric care, gives 
short accounts of local-authority services (existmg and 
proposed), and describes an mterestmg follow-up of discharged 
patients m Scotland PEP expects to collaborate with other 
researchers, and, if the project is to be earned through at all, 
will clearly need much cooperation from the many who are 
mvolved We hope that this will be given freely 

FH MS ON HOSPITAL INFECTION 

Two recent films are concerned with the spread of resistant 
strains of staphylococci in hospitals and recommend methods 
of reducing the nsk of cross-infection 

Hospital Sepsis a Communicable Disease * (16 mm, sound, colour, 
29 minutes, USA, 1959) illustrates the case of a patient admitted 
to the Peter Bent Brigham Hospital, Boston, with a specifically 
identifiable staphylococcal infection Although she was nursed in a 
specially prepared room, the organism was later identified throughout 
the hospital The film examines the concentration of orgamsms on 
and around the patient following various nursing procedures and the 
routes by which the infection left the room Among the reservoirs 
and multipliers considered are the floor-mops, bed-lmen, mattresses, 
drinking-water, soap, and the ventilation plant, and suggestions are 
made for deahng with these and with other infected material leavmg 
tlie room 

This excellent film presents the problem vividly and gives 
sound advice It could usefully be shown to most of those 
who work in hospitals, including ward orderhes, engineers, and 
admimstrators 

Hospital Cross-Infection Dressing Techniques in Wards * (16 mm, 
sound, colour, 26 mmutes. Great Britam, I960), which was made 
with the cooperation of the Sterihsmg Research Unit at Little 
Bromwich General Hospital, Birmingham, discusses the spread of 
organisms from an infected patient or member of the ward staff to 
the reservoir and the target, and shows how weaknesses in normal 
hospital routme and procedures may promote this spread A separate 
room on a ward, built on the principle of an operatmg-theatre, m 
which all dressings are carried out is suggested, and the advantages 
of a central sterile supply department and of the use of disposable 
materials are mentioned Finally wound-dressing techniques, first 
for use by a smgle nurse and then by two nurses, are demonstrated 

Although a good film, this is not as well orgamsed as the 
American one, but ffie recommended nursmg procedures make 
It valuable for use by sister-tutors 


university oi jjuoun 

On Dec 8 the following degrees were conferred 
AID—F L WiUmgton 

MB, BCh,B AO—P, D S K Allen E F Brown i r, 

D D Duncan A N Dunn J G G Eghnton Gel.a FBryan, 
Wykeham Fiennes J J Gorman, J D MccSrte ™SheiJa P 
Bohdan M Meeson Demse R Millin RAH Moonev 
P I W M Sang R E Snow, Margot V Thomas DerJr,. L 

LM. LCh LAO —Archibald Redman ’ M Verlmg 

British Association of Otolaryngologists 
The following officers have been elected 
President, Prof V F Lambert, immediate past president Mr i- 
GiU Carey, vice-president, Mr M L Formby, hon treasnr^ 
Mr J C Hogg, hon secretary, Mr G H Bateman 

1 Hospital Sepsis a Commumcable Disease (film and bookvTTTTTT 

Buclj^' Johnson & Johnson Ltd , 260, Bam Road Shugb 

2 Hospital Cross-Infection Dressing Techniques m Warri* 

booUci) available uaihout charge from Smith & NeDh<*w 

Ltd , 5/7 Smger Street, London E C 2 i^'Phcw-Southalls 
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Ro^nI College of Surgeons of England 
At a meeting of the counal on Dee 8, wtli Sir Arthur 
Porritt, the president, m the chair, Lord Kinderslej was 
admitted to die court of patrons Prof Digbt Chamberlain 
was appointed Bradshaw lecturer for 1961, and Mr G T 
Hankev was awarded the John Tomes prize for 1957-59 
Diplomas of fellowship were granted to the followang 

C M Ruben A E Steel J H E Bitsione, S N Bosher.D C Gardner, 
? ^ ” J ® Vtnldeck J G IcRrejs W \1 Mec E E Denmin 

O C W Biker B G Andrews G R 1 Roberts \toIh E Wokelv A \\ E 
I cum Theodore Cliukwucmcka Ezeokpuc Mbanefo Aicci Bans Lill 
Guliti Chrutorher VTastell Alesmder Con, G N \lcG Orr, Samuel 
GopalRamarya A J dc Brum P D Lnmpstonc Binnchi Prasad Samanti 
HjmanKnmcr D J Adams Arthur Bates I E \licbren R K McRae, 
Hansh Chandra Pun, Dhun Dmshaw Sumirmalla P J Chesterman 
Ahmed Abdulla Nazim J P Masienon C R Eenlon B G HapRart 
D W M Haw, Hon F dr Ho, I G Mandcr, Thamotherampdlat Nadinjah 
Shanmupalmpam Trevor Sussman, J \\ P Bradlej G G Dmmnp, Earl 
Mine Teh Lu G \t Crovs D L. Crosb>, D D Foster, R \T Goone 
wardenc A H Gnbham, J M S Hipue At B He>*wood Vfiddinpton, 
C T Howe J A Hunt E OG Ntrwan Adi Eruch Mod>, A E J Atulhns, 
Sannapireddi Sreemvasulu Reddv C J C Renton 1 G Schraibman, 
Letchumanan Snaraman, M J Betti, G J Boupher L J Ciust B C 
Cohnej, G A G Decker, K M Dickinson J R P Gibbons, D U Has, 
D W Hossack, J B Lame D J AlcAuhfTe R A Owen Billambetto 
Aopish Pai Hcnr> Poirier, D \1 Ritchie G R Thoms D L Annetts, 
Baldcv Rai Bahl, P \t Bmns E J Collins, S R Duke Hissancin 
Mohamed Hassanem LI Sherif W At P Ecnnell, D C Glenn \t C 
Green \\ G Harris P NtcR Hippms, c5' S Hudson J N Killc Richard 
Lenaphan C J H Lopan Gearoid Lvnch Brian McNibbin, Prtthvinath 
Dmanaih Madhok, H R Alapec P \1 'dcn'an,G J Ormind> \N H Reid, 
R L Rothwcll Jackson C E Rowell, 1 co Ro'ncr P At Scott Bhanu 
Ratihl Shah H L Atcl Smith A P Wjatt Hamecd Ud Deen Ahmed, 
C W P Canaparctna Japdisli Kumar Chaudhrj, Eupcnc Poh Hvvic Chu, 
Sohan Lai Johan, K I Kmp, Erankhn W anq PonpLi \V S Pcasc,N M A 
Ropers, J A Russell, R ^ Southwood, J tmshced Cooverp Taraporvala, 
Atarthanda \arma Sankann Valiathan P J Venter, Ivo Smith, At 1 
Stranc, Vasant Charuchandra Talwalkcr 


Ro\tI Eacultj of Phsslclans and Surgeons 
At a meeting of the facultj on Dec 5, with Dr J H Wright, 
the president, in the chair, the following were admitted to the 
fillowship gtia ph>sician 

John Ballantine Shantakumar Dnjaneshwar Bhandarkar HuphConwav, 
Bruce Cruickshank, Jajania Kumar Duiia A T Elder Anmd Sndashiv 
Godbole Alohammed Shamsul Haque Cheng Hinp Ip, Tit Shinp Ip, 
A I Alacdoup ill, Kantibhai Alapanbnai Patel 


Rojal College of Phjslcians of Edinburgh 
The following ofliccrs hate been elected for the coming >car 
President, Dr JDS Cameron, vice president, Dr I G \V Hill, 
members of council, Dr J G M Hamilton, Dr Thomas Anderson, 
Dr A W Wright, Dr H J S Matthew, Dr C W Clajson, 
treasurer, Dr J A Bruce, sccretarj, Dr R P Robertson, hon 
librarian, Dr W A Alcsandcr, registrar. Dr William Macicod 


^^clsh National School of Medicine 

Dr J G Leopold has been appointed senior lecturer in 
pathologs 


Hunterian Socictj 

The dinner meeting of this socicrs' on Mondas, Dec 19, at 
the Talbot Restaurant, London Wall, London, E C 2, will be 
followed at 8 30 P M b\ a discussion on die Mechanism of 
Conversion to Bnimvashing, which will be opened bj Dr 
W W Sargant 


European Academs of zMlcrg} 

A meeting of this academv ssill be held on Apn! 2S and 29 
in Berlin The mam subicets chosen for discussion arc 
dilTerintial diagnosis of bronchial asthma and dcstruawc 
cmphvscma of the lung and ncurodcrmatiiis and contact 
ctr'cma The speakers will include Prof Jethro Gough I urthcr 
particulars maj be had from Dr H Michel, Bc'Iin-Cl arlottcn- 
burg 9, Krankenanstahen \\ estend 


Sulls Hospital 

Oa Moadis, Dec 19, Sir Clement Price Thomas the 
P'e'id'at of the Welsh National School of Medicine, is 
cp'‘at'’g the new ca-diac labom ors in th s hospital 
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Leeds Neurological Sciences Colloquium 

A meeting of the colloauium will be held on Tuesdav, 
Dee 20, at 5 15 P M , at the General Infirmarv at Leeds when 
Sir Russell Brain will speak on the Cerebral Basis of Mmd 
Arm> Appointments 

Alnjor-Genera] W R M Drew has been appointed com 
mandant and director of studies to the Ro\~iI z\rm\ Medical 
College m succession to Major-General W D Hughes 
Brigadier W H Hargreaves has succeeded Major-General 
Drew as director of medicine and consulting phvsicnn to the 
zArmv 

Prof T C Grav has been anpomted honorarj consultant m 
anaisthctics to the Arms, and Dr R Miles Gibson honorarv 
consultant m neurosurger> to Cattenck Mihtarv Hospital 
Mcdicnl Women’s Federation 

Chnstitic Murrell fuUot ship (£150)—The Federation inviies 
applications for this award from women doctors I ull details 
wall be found m our advertisement columns 
Tumour Blolog> 

A meeting on this subject, organised b> the Cancer Rescareh 
Commission of the International Union against Cancer, is to be 
held m Warsaw, Poland, from Maj 22 to 27 Further particu¬ 
lars ma> be had from Prof O Aluhlbock, chairman of the 
Cancer Rcscarcli Comnussion, Sarphatistraat lOS, \msterdani, 
Holland 


Hostel for Deaf Children 

Iving Edward’s Hospital Fund for London lins made a gram 
of £20,000 to buv and adapt 6, Castlebar Hill, Ealing for use 
as a hostel for deaf children who are attending the audiologj 
unit of tlic Ro>al National Throat, Nose, and Ear Hospital 

The new hostel (which adjoins the evistinp hostel for mothers and 
verj joung deaf children) will take 20 children cf varving apes and 
will enable longer and more mlcnsivc periods of traininq to be given 
Mothers, and occasionnllj fathers, will be able to sta> at the ho'tel 
from time to time 

Opportunities in Hospitnl Administrntlon 

Appheauons for training posts for prospective hospital 
administrators arc invited b> the Minister of Health and the 
Secrctarj of State for Scotland under the National Recruit¬ 
ment and Training Scheme begun in 1956 

The posts are open both to joung ofliccrs in the Naiioml Health 
Service and to univcrsit> Eraduates and profvsvionallj quali'i J 
people who wish to make hospital administrauon Ihcirvarecr T h", 
arc tenable for three stars beginning in October, lofil Die rornal 
ape limit IS 30, but candidates up to the age of 35 mav be cnaoi'ere 
The Student administrators will be given prataical czpcri rcc o 
hospital adminisiralion with different hospital aulhoritic', tugitn'r 
with courses of insiruaion at the Hospiial Administrative SlaP 
College of King Edwards Hopilil I und for 1 oadrn or si lb' 
Universit) of Manchester Their fees will b" paid an! tl'V 
receive a sala-i beginning at £G05 At present 12 Candida csareunuc ^ 
going training, ) of ihcm women Wiih one exception, the first 
second groups of trainees have found permanent cnployn'en'm ih" 
hospital ervicc 


Sir Haro Plait has been appointed the Minivtrj o' I-a’w- s 
re,.ional medical adviser for the north v c t 

Mr R B /acharj ha been elcetcd a corre ponJtr m r-l-rc'de 
OcLho'loxaJ Sovicu, J I Vurkinjc 


The I reach revi'w H-mi-' ,if is oFcrmg a p'l - (2f^ 3 J'J 
o > ers unJ"35 vearv o’a'c for an e a on a c'lnca'ircvP'ri"’ 
ubiect dc phis o bn'a„i- ou d' p' a ra.~o'> i' aioph^i. 

‘Te s de 1 agre sion ' Pa-sicu'ars rrav be bad from t' - r 
jc Drvjun P_rn TX 
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A THIRTY-YEAR SURVEY OF 
ACUTE INTUSSUSCEPTION IN CHILDHOOD 
269 CASES 

D Campbell Cooke 
FRCSE 

SENIOR SOPGICAI. REGISTRAR 

E C Lewis 

MB Lond 
REGISTRAR 

THE ROYAL HOSPITAL, WOLVERHAMPTON, STAFFS 

This paper is a survey of all cases of mtussusception m 
childhood which have been admitted to a general hospital 
during the thirty years 1929-58 For the purposes of this 
senes, childhood has been arbitrarily defined as the penod 
firom birth to 5 years 

Mortahty has decreased in the penod under review 
(table i) The apparent nse in the second decade is 


TABIi 1 —CASES AKD AlORTALITY 


~ 

! Number of * 

1 cases ^ 

Deatiis 

' MortaUti 

1 **© 

1929-33 

1 91 

16 

1 17 6 

1939-^8 


20 

1 26 3 

1949-S8 

1 102 1 

9 

1 89 

Total 

1 269 1 

43 

1 16 7 


probably the effect of the first two years of the war, when 
there was a general disruption of the medical and hospital 
services Though the improvement smce 1929 is gratify¬ 
ing, there are still no grounds for complacency 

It is interestmg that, of a total of 22 cases requinng 
resecnon, 7 were operated on between 1929 and 1948 with 
6 deaths, but, between 1949 and 1958, a further 15 
resections were performed with only 4 deaths 
The mortahty for the whole of this senes was 16 7% 
Though this disease affects some of the healthiest of our 
child population, it has seldom been reviewed in Bntam 
In Austraha, on the other hand, where great attention has 
been paid to this condiaon smce the turn of the century. 



Flff 1—Age-dlstributioti* 


Hipsley (1926) and Vickers (1926) were able to record 
mortahti' figures of 5% and 11 5% respecti\elj as long 
ago as 1926 

We feel that a further sun ej is due, if only to emphasise 
the importance of early reference to hospital of any 
suspiaous case Even today many patients are referred to 
hospital at a distressmgly late stage of the disease 
This senes consists of 269 cases, with 45 deaths 



Ag^ 

The age of the panents m this survey closelv follows that m 
most other senes, the largest group consistmg of children 
between the ages of 3 and 9 month' (fig 1) As would be 
expected, the mortahrv falls with mcreasmg age, it was 31% at 
0-6 months, 14% at 7-12, and 0 7% at 12-24 
Sex 

There were 176 boys and 83 girls, an approximate ratio of 
2/1—as m most other recorded senes An exception was the 
Newcastle ser¬ 
ies (Momson 
and Court 
1948), cover- 
mg the penod 
1944-46, 
where 45% of 
the cases were 
girls The 
mortahty in 
our senes did 
not vary be¬ 
tween the 
sexes 

Seasonal 
Incidence 
The number 
of cases seems 
to vary con¬ 
siderably &om 
year to year, 

rangmg from 4 m 1935 to 15 m 1956 The mcidence (fig 2) 

agr^s roughly with that given by Strang (1959), and is grfater 
m the spnng and summer srcaicr 

/Etiology of Intussusception 

Though m adults 80-90% of the cases have a defimte 
causanve lesion, the suology of this condiuon m chilXn 
remains largely hypothetical 

In a few children, a defimte lesion is found to be the 
cause-for example, a Meckel’s diverticulum, a polyp or 
even mtestmal reduphcanon In this senes, the mms- 
suscepnon was due to an mvened Meckel’s divemci 
m 4 cases, and m another case an mtussusception recur^ 

with the appendix stump fonmng the apex an 
dicectomy havnng been earned out at the first oner=non' 
In the remammg 264 cases, a defimte cause was^lacfan^ 

Dietary changes or mdiscreuons have been mS^ 
nated, but these, because of the wide vanations 
management of infant feedmg, are very difficult to assess 
The extent to which unoffiaal supplements are added t 
the feeds remams unknown, particularly when moth ° 
are workmg and children are left m the care of relati^^* 
or friends In these circumstances, lack of general clea^^ 
ness and stenhtv of feeds may provide a source of mf 
non Mr C Vmcent Patrick tells us that he knows of^no 
pnvately treated cases of mtussuscepnon m this area for 
many years 


Fit 2—Seasonal distilbution 
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Nothnagel m 1898, after experiments with rabbits, 
popuhrised the hjpothesis that intussusception results 
from intestinal spasm, and he suggested that a contracted 
area was propelled onwards like a bolus of food With 
this h}, pothcsis as a basis, other causes of spasm hat e been 
put forward It has been suggested that the change from 
milk to a more sohd diet maj cause intestinal irntabihtj, 
and therebj spasm Spasm undoubtedlj occurs in gastro- 
cntentis, and in a few cases a recent historj’ of intesunal 
upset can be obtained More recentlj, a delaj m the 
dc\ elopment of the inhibitory sympathetic system to the 
small bowel has been blamed, producing spasm in the 
ileum and relaxation of the ileocaical tahe 

Lmked with, and added to, the concept of spasm must 
be an abnormahtt of motitc power in the shape of 
exaggerated or perterted peristalsis Bowel mosement 
may be exaggerated by changes in the volume of bowel 
content, or by the action of drugs or noxious agents within 
Its content, or xia tlie blood-stream, provided infecoon 
IS not severe enough to produce paralysis and the dilatation 
of ileus Grossly abnormal peristalsis must sometimes 
take place or else a retrograde intussusception would be an 
impossibihty 

A child of 12 months had a history of being off colour 
and irritable for seven days, five days diarrhcca (chiefly after 
meals), and vomiting with screaming attacks for four days 
Two davs before admission a qucsuonably blood-stained stool 
w as passed, after which there w as no bow el action At operation, 
she was found to have three separate intussuscepuons—^an 
ileocolic, a retrograde colocolic, and an advancing colocolic 
These were reduced with ease 

This child illustrates well the beginmng of a prodromal 
gastrointestinal upset, with ensuing derangement of 
peristalsis leading to intussusccpuon Recently a child, 
operated on in another hospital of this group, had no less 
than 15 separate intussusceptions, which must indicate a 
most wadespread peristaluc upset (Hadfield, personal 
communication) 

It IS suggested that infection plays a large part in the 
production of this exaggerated peristalsis, and possiblv in 
the ongin of local spasm by the irritant effect of swollen 
Pevtr’s patches and enlarged mesenteric glands Pcycr’s 
patches are difficult to recognise at operauon when the 
bowel IS reduced and cedema from strangulation involves 
the w hole region of the apex In a case coming to necropsv 
shortly after reduction, definite hyperplasia of lymphoid 
tissue was seen, with bulging into the lumen of the bowel, 
and in places a pscudopolvpoid appearance Against this 
hv pothcsis of local tumour formanon bv hyTcrplasia of 
Pever’s patches, the experience of surgeons operating on 
cases of Peutz-Jeghcr syndrome has been that the polypi 
responsible for the intussusccpuon have been 1-1 Vs m 
in diameter—large enough to cause obstruction of the 
bowel Similarly, other small-bowel rumours causing 
intussusccpuon do not do so until thev arc so big that they 
cause obturation If Pever’s patches arc to cause intus¬ 
susccpuon, thev must have enlarged sufficiently to 
obstruct the bowel almost complctcU 

enlarged mesenteric glands arc present in manv cases, 
■’nd thev appear to precede the intussusception rather 
than to fo’low it Tliev have often been found in cases 
opera cd on fou' to six hours after onset of the illness 

In this senes, pvex a h^’s been a feature on admission 
Sc^c pvrcxia would perhaps he expec,ed i" anv il!nc,s 
P’-^-'Jucing i":'a'-'htv, sc'c'Tunr, and de'ivd'auo*’, but 
o'" 1 e t>3 c scs, 35 had a tempe'’atu'’c o'" o c 5 
a"d in 12 I wnsove'10''5 This pvrexi’is ro ir accord 


vvnth most standard descripuons where the temperature 
is stated to be normal or subnormal, or else is not mcn- 
uoned at all, but agrees with the findings of Morrison and 
Court (19-18) 

An analogy can be drawn between the findings in 
intussuscepuon and those in nonspecific mesenteric 
adcnius 


In the latter, an older cluld, commonly with a history of 
recent upper-respiratorv-tract infection or tonsillitis, is 
admitted w ith high temperature and attacks of colicky abdominal 
pain, someumes of extreme seventy Between attacks of colic, 
there is enure freedom from pam and the child may be found 
sitting up and taking nouce, or ev en plav ing w itli toy s Tender¬ 
ness, the sue of which alters with position, can be elicited, and 
auscultation will often confirm the presence of exaggerated 
peristaltic sounds These signs suggest hyperactive bowel, and 
the tenderness might well indicate an area of local spasm 
At laparotomy, there is discrete enlargement, usually more 
marked in the ileocxcal region, of the mesentenc glands of the 
ilcum A varying amount of free serous fluid is present m the 
abdomen The ileum may appear normal or may show a mild 
serous hyperxmia Occasionally, it may be the 'cat of palpable 
oedema of the whole thickness of the bowel wall The appear¬ 
ances of the lymph-nodes and of the bowel arc of inflammation, 
suggesting a response to infection 


The symptoms and intra-abdominal findings m these 
two conditions suggest a common causative agent, but it 
does not explain why intussusception is less common in 
older children 

Some other factor must be present, and the only other 
variable appears to be the increased diameter of the bowel 
in older children Zachary (1955) suggested that the 
intussusception vv ould be tighter may oungcr child because 
of the smaller bowel diameter He was able to reduce 
more cases by barium enema in infants over 6 months old 
than he could in those under 6 months, irrespective of 
length of history In our senes, 64 cases were under 
6 months and 9 of these (14%) required resccuon Of the 
remaining 205 cases, 13 (6 3%) required resection A 
reasonable assumption is that intussusception is rarer when 
the bowel lumen is large, because spontaneous reduction 
probably takes place more readily 

Finally, anatomical factors may play a part In manv 
cases of ilcocohc or ilcocmcal type, abnormal mobility of 
the ascending colon and cxcum is noticed, and this may 
influence the final outcome In recent cases, mo'c 
critically examined at operation, it has appeared that the 
greater the mobility, the less likelihood there is of com¬ 
pression of the mesentery with consequent strangulation, 
conversely the more difficult cases to reduce have been 
those with a relauvcly fixed cxcum The prominent and 
protruding ilcocacal valve of infancy has received its 
share of the blame, and clearly it might form the apex of 
an ileocTCal intussusception In this series, however, toe 
ileocolic type has been much more common than the 
ilcocacal type 

Apparently no one factor can be held responsible fo' 
intussusceptions at all levels of the intestinal tract 


Clinical Features 

In assessing the symptoms in this senes, we have o ten 
found It extremely difficult to pinpo nt the onse, of toii*^- 
suscept on in the midst o'" a g'>sirointestinaI or revp ^ 

illness We have tried, ho sever, to ta! c the po nt at v’^- 

symptoms became proprci'-ivc and rclcntlc's ra'b''r f ja 
that n''‘rfed bv in'cmittcnt a t->c5 o'” colic o- vo'*’ 

which'cemed to Signal the on'c o‘'liI''C;S in a prop-''' a 
o‘’c’ild'-en 

The l-ngth of 11 o— dfvrs rot al ’ i -eem -o c s' e • 
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pond With the seventy of the intussusception, the degree 
of intestinal obstruction, or the distance the apex advanced 
Some cases with short histones and a relentless course 
have come to resection withm twenty-four hours, while 
m others with long histones and shght consntutional signs, 
mtussuscepnons have reduced easily These two groups 
do not seem to be confined to any particular type 
Fig 3 shows the senes divided mto three groups 
accordmg to the length of history, where this could be 

accurately ob¬ 
tained 80 
seems a very 
high figure for 
cases with a 
history of 
more than 
forty-eight 
hours, and 
anal}'sis by 
years shows 
that the num¬ 
ber of late 
cases hasactu- 
ally mcreased 
over the last 
few years of 
the survey 
This IS per¬ 
haps surpns- 
mg, because 
doaors refer 
their patients 
to hospital 
earher than in 
the past In 
1929-38,76% 



-24 
LENGTH 


Above 48 


24-48 

OF HISTORY (hr) 

3—^Numbers of cases by length of history 
wiib the resection-rates and mortality-rates 


of cases amved m hospital withm twenty-four hours of the 
onset of the illness, but m 1949-58, the percentage of 
cases amvmg withm twenty-four hours had fallen 
to 57 

The resecnon-rate mcreases only shghtly with the length 
of history, but the death-rate nses considerably after the 
first twenty-four hours After forty-eight hours, there is 
httle further mcrease 

To the recogmsed tetrad of symptoms—pam, vomitmg, 
rectal bleedmg and palpable mass, there is httle to add 
Pam IS difficult to measure or assess m young infants, 
and, while many were m obvious pam, screammg with the 
knees drawn up, some lay qmedy The onlv evidence of 
pam has been a shght restlessness and mcrease m pallor, 
associated with a hardenmg of the lump imder the 
palpatmg hand Pallor is ver> common, not often 
metmoned m reports, and might mdeed be added to 
the tetrad 

Rectal bleedmg was found m 161 out of 190 cases 
(84 7%) In 184 cases a mass was palpable m 157 (85 5%), 
either abdommally or per rectum 
In 882 pubhshed cases, we have noted that blood was 
present m 80yo and an abdommal mass m 73°o The 
apex was felt per rectum m 17'5'o 
In our senes, a palpable mass was found per rectum m 
28 cases (10 5%), and m one case, no less than 5 m had 
emerged from the anus, the apex bemg the deocsecal valv e 
This was reduced and the child recov ered The mortahtj- 
late for those cases where the apex was palpable m the 
rectum is shghtlv higher than that for the whole senes 


Types 

Intussuscepnons may be divided mto groups, the 
nomenclature of which mdicates (1) the area of bowel at 
which mvagmation starts, and (2) the area of bowel 
receivmg the mvagmation 
lUodeal 

There were 14 cases (5 6% of the total) 7 of these reqmred 
resection and 5 deaths occurred (3 resections and 2 simple 
reductions) This was the most lethal type, as has been noted 
m other senes Factors leadmg to this high mortahn-rate are 
the common absence of a palpable mass, often masked by 
abdommal distension, and the later appearance of blood m the 
stool, both of which contnbute to delayed admission Of our 
14 cases, no less than 8 had symptoms lastmg over forty-eight 
hours Blood was present m only 7, and a mass was noted 
m only 3 
Ileocohc 

This group forms the largest of the senes—84 cases (31%) 
Here the apex was found to have ongmated at pomts varymg 
from */j to 9 m above the ileocaecal valve, and then passed 
onwards through the valv e In 23 cases, where measurements 
were recorded, the average distance of the apex from the valve 
was 3’/ m Of these 84 cases, 5 required resecnon There 
were 11 deaths (13%) of which 4 had been resected 
Ileocacal 

Here the valve itself forms the apex, advancmg mto the 
ascendmg colon, and draggmg m more ileum as it advances 
There were 51 cases (18 P^'o), and 3 cases required resection 
There were 10 deaths (20'’(,), mcludmg 1 which had been 
resected 
CcECocohc 

The apex is formed by the caput caeci and, after reducuon, 
an oedematous dimple may be noted on the most pendulous 
part of the c$cum This is perhaps the most difficult type of 
intussusception to explam, occumng as it does from the 
“ backwater ” of the most mert part of the large bow el There 
were 15 cases of csecocohc mtussusception—5 6% of the senes 
None of these required resection, and there were 3 deaths 

Unclassified 

Insufficient details were obtamable m these cases to be able 
to classify them There were 75 cases (28'’o of the senes) 

4 cases required resection and out of 12 deaths (16%), 2 had 
been resected 

Compound {or Iho-ileoccccaT) 

Here an ileoUeo mtussuscepnon stops at the ileocacal valv e, 
and the valv e then advances, addmg tw o new layers to the three 
layers of the ongmal ileoil^ Typo It rmght well be thought 
that wTth the larger mtussusceptum, earher symptoms and 
earher strangulatmn would occur In fact, of the 10 cases m 
this senes, only 3 were adrmtted with histones under forty- 
eight hours, 3 cases reqmred resection, and 1 died after simple 
reduction 
Multiple 

There were 2 cases with separate mtussuscepnons, 1 has 
been mentioned, and the other was an ileoileal mtussuscepnon, 
ennrely separate from an ileocohc mtussusception 
Management 

Smce Hutchinson performed the first recorded opera¬ 
tive reduction in a child in 1871, this has been the standard 
procedure m many centres throughout the world In an 
endeavour to reduce the high mortahty, methods of 
reduction by hvdrostanc pressure were developed 
Hirschsprung (1905) recorded a senes of 107 cases, with 
a mortahtv of 35%, after hvdrostanc reduction, m other 
authors’ hands, the operanve mortahtv at this nme was 
m the region of 90® 

Smce then, the mortahty has been reduced for both 
operanve and non-operanve methods of reducuon 



1362 DECEMBER 24, 1960 


ORIGINAL ARTICLES 


THE LASCET 


TABLE 11—MANAGEMENT 


i 

Cases j 

Deaths 

No treat'Tcni possible (child in extremis) 

5 

5 

Spontaneous reduction 

6 

!• 

Closed manipulation 

n 

0 

Successful reduction b> banum enema 

5 

0 

Laparotomj and reduction 

229 

29 (12 7”. ) 

Laparotom) and resection 

22 

10 (4S 

Appendicectomy at time of reduction j 

Meckel s diverticulum forming apex 

34 

t I 

1 eft in situ 1 

2 

1 

Excised j 

1 

2 

1 


• Died on third da> Nccrop5> rc\ealcd recent ileoileal intussusception 


Hipslej (1926) recorded a series of 100 cases treated 
imuallj by hjdrostauc pressure, and operauon if this 
failed, with a mortahty of 5% His cases had an aterage 
length of history of only setenteen hours In more recent 
y ears, comparable results have been recorded for cases of 
less than twenty-four hours’ duration, treated either by 
operauon or hydrostauc pressure In our series, cases 
seen wathm twenty-four hours of the onset show a 
mortality of 6 2% 

In this hospital, in the tlurty-year period imder review, 
the management has been mamly surgical unul recent 
y ears (table ii) 

5 children were m extremis on armal 1 had been ill for 
ten days, 1 for seven days, and in die other 3 no accurate 
history was obtainable 

Judging by the signs and symptoms, 6 cases had undergone 
spontaneous reducuon In 2 of these, evidence of recent 
reducuon was obtained at laparotomy 

2 cases were reduced under anesthesia, using a method of 
combined abdominal and rectal manipulauon without laparo¬ 
tomy This method might be dangerous in unskilled hands, 
particularlv in cases wnth a historv of over twenty-four hours, 
and, if there is any doubt about the reducuon, laparotomy 
must sull be done 

Laparotomy and reducuon were performed in 229 cases 
(SS^i) with a mortahty of 12 7% Reducuon was achieved 
m some cases wnth considerably difficulty, and serosal or 
seromuscular splits were required for repair 

Resecuon proved necessary m 22 cases (8 2% of the 
total), wnth a mortality of 45% In these 22 cases, the 
average length of history was fifty-seven hours, and in 
onh 3 cases was the history less than twentv-four hours 
This brmgs out agam tlie need for early diagnosis A 
careful and quick resecuon is preferable to a prolonged 
attempt at closed reducuon, and, m our operative records, 
where “great difficulty ’’ or “serosal spbts repaued’’ 
have been menuoned, the monahrv has been higher 
Experience and judgment arc two essenual prerequisites 
m determining when to abandon attempts at reducuon 
and resort to resecuon 

The procedure for dealing wnth irreduablc intus¬ 
susceptions in seriously ill children remams a problem 
Gross (1053), Bcntlev (1954), and Jones (1053) have 
advocated a two-stage procedure, the first stage being 
cxtcnorisation, wnth or vvnthout suture of the loops, and 
the second stage being closure of the ileostomv All writers 
stress the importance of carrving out the second stage at 
about fortv-eight hours, or ns soon as possible after this 

In our senes, cxtcnorisation wns canned out onlv once, 
in a scvcrciv ill child of 1 months wnth a ninctv-six-hour 
histon Tins cluld, ope-ated on in 19-10, died four hours 
"■fter opemtion 

^ VTitrel proximal ileostomv was earned out once in 
a c^ild who wns grosslv obstructed because o'"a compound 
miussu'cepnon o*' sevcntv-tvvo hours' dumtion which 
requred resection The child made a satisraac-v 


rccov'crv This procedure, w hich w c arc using much more 
often m adult cases of obstruction and ileus, seems to be 
a useful manocuvTe in the grosslv obstructed child in order 
to decompress the dilated bowel and spare the anastomosis 

We have no experience of other operauve procedures 
for the irreducible intussusception, and there arc no cases 
m this senes A short-arcuit ileotransverse colostomy, 
leavnng the intussusccpDon to slough and be passed per 
rectum, has been suggested, but tins leaves a gangrenous 
length of bowel in the abdomen of an already sick cluld, 
with the danger of pentomtis from leakage between the 
entering loop and sheath Incision of the sheath to aid 
reducuon, or to enable the mtussusceptum to be excised, 
involves suturing oedematous and congested bowel, and 
has the nsk of contammauon through the open bowel 
lumen Both these procedures offer little, if any, saving 
of time over resecuon and anastomosis, and, where time 
IS important because hfc is in danger, we would advocate 
exterionsauon and temporary ileostomy 

Appendicectomy was performed at the Umc of reduction 
in 34 cases the 1 death was probably unrelated to the 
addiuonal surgical procedure In some cases there is 
frank gangrene of this organ—a most v’ltal mdication for 
Its removal In many others, however, the appendix 
shows some oedema and a greater or lesser degree of 
congesuon—changes, in fact, similar to those in the bowel 
wall in the region of the reduced apex These changes wall 
probably subside in the appendix just as llicy do in the 
bowel, and it seems illogical to remove this organ, having 
reduced one intussuscepuon, only to leave another 
immature one m the buried appendix stump 

In 4 cases an mverted Meckel’s divcruculum formed 
the apex Meckel’s divcrucula arc usually stated to be the 
cause of intussuscepuons in older children The ages, 
howev er, of these 4 children were 7,18,24, and 30 months 
If the intussuscepuon is reducible, the quesuon of 
removal arises again This is perhaps a more difficult 
problem Local removal of a diveruculum forming the 
apex will involve sevvang oedematous and congested bowel 
and, provided viability is assured, it would seem safer to 
leave this abnormahty In 2 cases in this senes the 
divcruculum was left m situ, there was 1 death fmm 
pcritomus due to perforauon of the diverticulum One 
divcruculum was exased locally and the child did well, 
one was irreducible and was removed by hemicolectomy 
The risk of recurrence after Icav mg a reduced Meckel s 
divcruculum must exist, but its inadencc can onlv be 
assessed by experience with a larger number of cases t lan 
we have been able to obtain 

Recurrences 

10 cases have recurred, at very variable intervals after 
the first operauon (table in) 

Any type of intussuscepuon may recur and, m 8 oi ir- 
10 cases, the second intussuscepuon was of the vamc type 
as the first In case 6 (table in), where accurate measure¬ 
ments were made, the apex arose from cxactlv the sar"- 
point on both occasions Apart from tlic recurren ^ 
caused bv the inverted appendix stump, no 
lesion was noted in the bowel wall to explain ta 
complication 

Deliberate fixauon has not been praaised m this er-■ 
apart from case 5 in which a trccocolic 
recurred and ccccopc''v "'ss done after the 
reducuon . „e 

This recurrence-rate of 3 S”,, compares wat i 
Strang (1Q59) v ho reco'ded 3"o recurrences 
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Radiology 

We do not propose to discuss the interpretation of 
straight X-rays of the abdomen, which can be of con¬ 
siderable use m some cases, but rather the uses of barium 
enemas as a means of diagnosis and a means of reduction 

The use of barium enemas for reduction had not been 
a routine procedure m this hospital until a few years ago 
Smce then, cases have been referred only sporadically, 
and these have been dealt with by any member of the 
radiological staff who happened to be available, whether 
semor or jumor Hence our results cannot be compared 
with those from centres where systematic selection was 
practised, and where reduction was carried out by one 
mterested and experienced radiologist 

Barium enema has been carried out 28 times in this 
series In 13 cases, it was used for diagnosis only The 
remainmg 15 cases, where a defimte attempt at reduction 
was made, were unselected as regards age or length of 
history, and, in fact, no less than 8 had a history of over 
thirty-six hours 5 were reduced, and m 10 reduction was 
unsuccessful, although m these 10 cases partial reduction 
was achieved leadmg to shorter and easier mtra-abdommal 
mampulation This gives a one-m-three chance of success 
for this procedure, whereas Hipsley (1926) managed to 
reduce 62 out of a consecutive 100 cases Zachary (1955) 
had a 70% success-rate out of 40 cases with a history of 
less than twenty-four hours, and 3 out of 12 with longer 
histones 

Smce the penod under review m this senes, this method 
has been used much more frequently and with gratifymg 
results We now advocate that this method be given a 
trial m those cases where the child is m good general 
condition and has a short history (cases with a longer 
history may be mcluded where a chrome or recurrmg 
intussusception is suspected) Banum enema is mdicated 
for cases m which ansesthesia is hazardous, because of 
concomitant disease 


Perforation of the bowel has not been met m this series, 
and there have been very few recorded cases, except when 
the head of pressure has been allowed to rise above 
three feet of barium Other disadvantages have been stated 
to be an unwarranted delay m operation (although this 
may be reduced to a minimum), and the danger of rmssmg 
an mcomplete reduction or an mtussusception above the 
ileocffical valve 

In spite of these disadvantages, the use of barium enema 
is a very valuable method m skilled radiological hands 
The only real disadvantage met is that a colon loaded with 
banum adds to the difBculties of resection should this 
subsequently prove necessary, and retards a smooth 
convalescence after operation With careful selection, this 
disadvantage is minimised 

Mortality 

Of the 45 deaths m this senes, no less than 32 were 
withm twenty-four hours of operauon, and m only 10 of 
these had resection been necessary In many cases 
necropsies were not performed, but we could safely 
attribute death partly to the effect of siugery on children 
who were dehydrated and m electrolyte imbalance 2 were 
m extrenus and died before admission to the ward 

The mortahty has been steadily decreasmg, and m the 
last decade of tlus series, out of 9 deaths, there were none 
with a history of under twenty-four hours’ duration, 

5 had a history of forty-eight hours or over 

There are two mam factors contributmg to this fall m 
mortahty—more modern ansesthesia and a better under- 
standmg of flmd and electrolyte balance We would stress 
the importance of unhurned and adequate rehydration by 
mtravenous fliud before these cases are submitted to 
operation 

Summary 

The madence and management of 269 consecutive 
cases of mtussusception m childhood occurrmg over a ^ 
thirty-year penod are reviewed 


TABLE III—^DETAILS OF RECURRENCES 


Case 

Age 

(months) 


First intussusception 

Second mtussusception 

Sex 

Date of 
admission 

Operati\e notes 

Time of 
recurrence 

Operative notes 

Result 

1 

10 

M 

April 1931 

Laparotomy on admission Spontaneous re¬ 
duction with signs of recent ileoilcal 
mtussusception j 

? 3 days 

Died on third day Recent ileoileal mtus¬ 
susception foimd at autopsy 

D 

2 

12 

m 

Dec 1932 

Laparotomy and reduction of undassiSed 
enterocohe mtussusception 

3 mos 

Laparotomy and reduction of a similar mtus¬ 
susception 

A 

3 

8 

m 

Apnl 1934 

Laparotomy and reduction of unclassified 

mtussusception 



A 

4 

19 

M 

Oct 1935 

Laparotomy and reduction of unclassified 
enterocoUc mtussusception 

25 mos 

Laparotomy and reduction of ileocjecal 
mtussusception 

A 

5 

36 

i 

F 

Dec 1939 

Laparotomy and reduction of csecocolic 
mtussusception j 

1 

7 days 

Laparotomy and reduction of recurrent casco 
cohe mtussusception Oecopexy Died 

2 weeks later of gastroenteritis 

1 ^ 

1 

6 


M S 

Jul> 1941 

Laparotomy and reduction of ileocolic mtus¬ 
susception Apex 8 ixu abo\e ileocaecal 
\alve 

6 mos 

Laparotomy and reduction of ileoUeal mtus 
susccption with apex 8 m abo\ e the ileo- 
csecal \al\e 

A 

7 

6 

H 

May 1946 

Laparotomy and reduction of ileocaecal 
mtussusception \Mth difficulty 

? 9 days 

Died on 9th day Necropsy—acute jejuno- 
jejunal intussusception 

D 

8 

14 

Q 

AprU 1950 

Laparotomy and reduction of ileocolic mtus¬ 
susception 

12 mos 

Laparotomy and reduct on of recurrent ileo- 
cohe mtussusccpuon 

A 

9 

10 

M 

Sept 2956 

Laparotomy and reduction of ileocolic mtus¬ 
susception Appendicectomy 

3 day's 

Laparotomy andreductionofcccocolicintus- 
suscepuon Appendix stump fonnmg the 

A 







Readmitted Jan , 1957, with typical history 
and abdommal mass Banum enema—no 
abnormality Presumed spontaneous re¬ 
duction 


10 

4 

M 

lso\ 1957 

Laparotomy and reduction of ileocsccal 
mtussusception 

1 mo 

Laparotomy and reduction of recurrent ileo- 
cxcal mtussusception with difficulty j 

A 


D = dicd A«=ab\e. 
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Factors affecting die mortaliti-rate are discussed, and a 
strong plea is made for earlier reference to hospital of any 
suspicious case 

The mortality-rate fell, from 17 6 % in die first decade 
to 8 9% m the tlurd decade, and we attribute this to better 
resusatatue and anaistheuc techniques This fall in 
mortality has been achieied in spite of an increase in die 
length of history before reference to hospital 

The aitiologj’ is discussed, and attention drawn to 
infcctii e and anatomical factors 
The series has been broken dowai into anatomical tjTies, 
and their incidence, management, and mortaht> are 
described The high mortahtj of ileoileal intussuscepuons 
IS noted and reasons for this suggested 

SuggesDons are made for dealing with the irreducible 
intussusception Resection and anastomosis, carried out 
before prolonged attempts at reduction have produced 
shock and bowel injury, is the method of choice 
Exteriorisation and ileostomy arc suggested for the poor- 
risk case Other operative procedures arc deprecated 
The place for appendiccctomj and Meckel’s divcrticu- 
Icctomy at the time of reduction is discussed 
The recurrence-rate is reviewed 

The use of barium enema for reduction is advocated in 
selected early cases with a history of under twenty-four 
hours and in good general condition 
VTc should like to thank the mans consultants, past and present, 
under whom these children has e been admitted, and the resident staff 
whose note-keeping has made this resitw possible We arc par¬ 
ticularly grateful to Atr C Vincent Patrick, Dr H Escrlcy Jones, 
and Dr A P Bootli for helpful ads ice and criticism 
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ANTIBODIES TO THTOOGLOBULIN IN 
PATIENTS WTH THYROTOXICOSIS 
TREATED ^\1TH RADIOACTIVE IODINE 

C R Blagg 
M R Leeds, M R C P 

RESEMtai FELLOSS, DEPARTSIEVT OF MEDICINE, 

THE general INFIR-StARl, LEEDS 

Radio AtrrivE iodine is now an accepted agent in the 
treatment of thsTOtONicosis in three groups of patients— 
those oser the age of forts, those who have relapsed after 
partnl th>Toidectom\, and those who arc unsuitable for 
surgery because of cocNistent disease The only drawback 
of this trcitmcnt, apirt from the sull undcicnnincd risk 
of dcielopment of thvroid milignancv or Icuk-Tmia, is the 
rclativch high incidence of hypothvroidism which results 
According to published senes, 5-25'’o of pauents 
become hvpothvroid In the Bntish Isles, the usuil 

inadcncc IS about 12 , one scar after treatment (Blomficid 

ct al 1050 , Mnegregor 1060) Maegregor (1960) reports 
that the incidence of hspoihsroidism in their piticnts hid 
nsen to 17 ’ three s cars after trcitmsnt ind Wemer ci al 
(1057) also rcco'dcd the continued dcsclopmcnt of hspo- 
thsudis"! for ACT'S after trcitmcn, Larrson (1055), 

1 A SC' cr, has sl’o sai that thsro d furction is at its lowest 
s V to eight weeks aKer thc'aps It would, thc'cfo'-e. 


appear that the desdopment of hypothsroidism more than 
1 few months after treatment is not directly due to a 
radiation effect 

The tONic thyroid gland is frequenth the site of 
ly mphocyuc infiltration, and, after surgical thy roidcctoms, 
there is a relationship between the sescrits of these 
histological changes and the inadcncc of postopcratisc 
myxoedema (Whitcscll and Black 1919, Greene 1950, 
1953) More reccntls, it has been show n that anti-th\ roid 
antibodies arc found m about 60";, of patients with 
untreated thy rotOMcosis (Rout and Doniach 1058) Smart 
and Owen (1960) report that they base found thtse anti¬ 
bodies m 80% of patients with my\adcma following 
surgery, and suggest that the presence of antibodies in 
patients with thyrotoMcosis “should probabh therefore 
be accorded climcal significance, at least in dcading the 
most appropriate form of treatment ’’ 

Studies has’c been reported on only a few patients after 
treatment wath radioactive iodine (Blir^ard ct al 1959, 
Chne ct al 1959) This paper reports the findings in a 
larger series 

Subjects and Mctltod 

Patients with thyrotOMCosis, who had been referred to 
the isotope department for treatment with '” 1 , were 
investigated Titrcs of autoantibodics against thyro- 
globuhn were estimated by a modification of the tanned- 
cell agglutination principle of Boy den (1951), ns described 
by Owen and Smart (1958) In all estimations, known 
posiuvc and negauve sera were included among the 
controls 

Serum was studied from 

( 1 ) 102 patients with thyrotoxicosis, confirmed by tracer 
studies, attending for treatment with ”'1 

( 2 ) 103 patients attending the follow-up clinic who had been 
treated with ’”1 and were subsequently euthyroid All the 
pauents had been treated at least one year before this 
investigation 

( 3 ) 58 patients attending the follow-up clinic after treatment 
with '” 1 , diagnosed clinically as being hypothyroid—confirmed 
by tracer studies, blood-cholesterol, cicnrocardiognm, or basal 
metabolic rate—who required replacement therapy 

The dosage of ”'I used was intended to give 7000- 
10 , 000 r to the thyroid gland in fourteen davs 


Results 

The results of clinical follow-up of 67 patients treated 
with ”'I more than six years before this investigation arc 
shovvTi in table i The incidence of hyTiothyroidism con¬ 
tinues for years after the last dose of ”'1 Blomficld ct al 
(1959) ami our own unpublished observations confirm 
that the development of hypothvroidism cannot be closely 
related to the size or nature of the thyroid gland, or to 
any of the phvsical charactcnstics usually measured in 
prescribing treatment with ”'I ^ 

Autoantibodics wtre demonstrated in 53 (52",) of In¬ 
patients with thyrotoNicosis before treatment with ”'Ii 
and in 57 (55",,) of 103 who were euthyroid for n minimum 


TABEr I—Tiir coNTi'xro nrvTiorsrT oi iiaroTiiaromi m i (< 
rvTir Ts TPMTTo WITH "q A n foijo^ao li p-ei ' a 6-aao’ 


irpioD __ 
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TABLE II—PRESENCE OF AKTI-THYROID ANTIBODIES IN SERUM OF 
PATIEKTS BEFORE AND AFTER TREATMENT MTTH ”'l 


— 

j 

No of panents! 

Xo with { 
annbodies | 

% with 

1 antibodies 

Pretreatment 

102 i 

53 

i 52 

Euthyroid after 

103 ! 

57 

55 

HypothjTOid after 

58 

1 i 

45 

1 

77 


of one year after the last treatment Of 58 patients -OTth 
post-therapy hypothjToidism, however, 45 (77%) showed 
the presence of autoantibodies (table ii) This difference 
IS statistically significant (0 001 <p <0 01) Separation of 
the hypothyroid patients mto two groups—34 who 
developed hypothyroidism withm one year of treatment, 
and 24 who became hypothyroid more than one y ear after 
treatment—shows no difference m the madence of auto¬ 
antibodies (76% and 78%) 

Roitt and Domach (1958) reported that m panents with 
untreated thyrotoxicosis, the otres w ere nearly alw ays low 
—1 e , 1/10-1/1520 m approximatelv 90%, as opposed to 
the high titres (1/10,240-1/168 irulhon) found m panents 
with Hashimoto’s thyuoidins No significant difference 
was found m the mean ntres of autoanubodv m the three 

groups m the present 
senes, and they were 
not sigmficantlv higher 
m the panents de- 
\elopmg hypothyToid- 
ism (see figure) 
Discussion 
These results sug¬ 
gest that the develop¬ 
ment of hypothyroid¬ 
ism foUowang treat¬ 
ment with is 

associated indirectly 
svith the autoimmuno- 
logical processes 
recently described m 
thyToid disease (Roitt 
and Domach 1960) 
This might be ex¬ 
pected m the light of 
the relanonship be¬ 
tween histological 
hmphocync infiltra- 
non of the thyToid 
gland and the develop¬ 
ment of myxcedema after surgery (Whitesell and Black 
1949, Greene 1950, 1953), the correlanon between the 
^esence of ann-thy roid annbodies and the findmg of mild 
Hashimoto-like changes m the thyroid glands of subjects 
tnthout o\ert thyToid disease (Goudie et al 1959), and 
the recent demonstranon that 80% of panents wath post- 
operanse myxcedema ha\e demonstrable thyroid auto- 
^n^odies (Smart and Owen 1960) as compared wath 
o0-60% of those wath untreated thyTotoxicosis 
Hall et al (1960) ha\e shown that the disposinon to 
deselop thsroid autoannbodies ma\ be genencalls deter- 
tmned, and sibs of panents wath thyTOid disease mas show 
c presence of autoannbodies wathout chmcalls apparent 
mvnud disease Ann-thyToid annbodies are also found m 
8°o of panents wathout chmcal eiadence of thsroid 
disease (Goudie et al 1959, Hackett et al 1960) 
Complement-fixmg autoannbody, present m the sera 
01 about 40% of panents wath untreated thvrotoNicosis 


and directed agamst an anngen found in the microsome 
fracnon after differennal centrifuganon of thyrotovic- 
gland extract (Roitt and Domach 1958), was not esnmated 
m the present studs Howeser, Pulsertaft et al (1959) 
have showai that the cvTotoxic effects of sera from panents 
with Hashimoto’s thvToidins on thvroid cells m nssue 
culture appear to be due to a factor other than either the 
complement-fixmg autoannbody or the annbody to 
thyroglobulm 

In the hght of these facts and the generaUv low ntres of 
autoannbodies m all groups of patients m the present 
senes, it would seem that the annbodies themselves are 
not directly responsible for the development of hv'po- 
thsToidism Their presence mav indicate some underlvmg 
abnormahtv, disposing m some cases to ulnmate destruc- 
non of the thvroid gland It would, therefore, seem 
unreasonable at present to withhold such a simple and 
sansfactorv method of treanng thyrotoxicosis from 
panents with a low ntre of arculanng autoannbodies, 
pamcularly as most panents treated are over the age of 
fortv, and, if hypothvroidism should develop, replacement 
therapy with thyTOxme is cheap, easy, and safe 

Panents with Hashimoto’s thyToidins somenmes first 
attend with thyTotoxicosis (Vaux 1938) The ty’pical hard, 
horseshoe-shaped goitre of Hashimoto’s thvToidins soon 
develops and the lev'el of autoannbodies nses greatly' 
(Domach et al 1959) It should be easy to distmgmsh 
these cases chmcally, and by the use of the preapinn test 
(Domach and Roitt 1957) This is a simple and relanvelv 
msensinv'e test that is only posinve m cases with a high 
ntre of autoannbodies agamst thyroglobuhn No such 
case is described m the present senes, but it would seem 
reasonable, if possible, to avoid both surgery' and ‘^'I m 
such panents, because of the nsk of causmg hy’po- 
thyToidism Such panents may, however, be difficult to 
treat with ann-thyToid drugs because these may cause 
further enlargement of the goitre 

Summary 

Study of the serum of panents before and after treat¬ 
ment of thyrotoxicosis with radioacnve lodme showed a 
significantly higher mcidence of arculanng ann-thyToid 
annbodies m those who had developed hv'pothyToidism 
Annbody was found m 52% of panents before treatment, 
m 55% of panents who were euthyTOid at least one year 
after treatment, and m 77°'o of panents who had become 
hypothyroid after treatment The ntre of annbodies 
was low m most cases m each group 

An autoimmune mechamsm mav possibly be mdirectlv 
assoaated with the dev elopment of hvpothyTOidism 
occurrmg years after treatment wath *’*I, but the presence 
of a low ntre of ann-thvToid annbodies m panents wath 
thyTotoxicosis is not to be regarded in itself as an mdicanon 
to wathhold treatment wath radioacnv e lodme 

The preapinn reacnon should disnnguish between 
hyperthyToid panents and those few panents wath early 
Hashimoto’s thyToidms who present wath thyrotoxicosis 

I wash to thank Prof R E Tunbridge for his advice and encourace- 
ment, Dr S G Owen for advace on the estimations, and Miss 
V Gravson for her assistance with this work 
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PROTEIN-LOSING ENTEROPATHY IN THE 
SPRUE Sl'NDROME 
R A Parkins 

j\I B Lond , M R C P 

SENIOR MEDICAL REGISTRAR, CHARING CROSS HOSPITAL, L0ST30N, \\ C 2 

Green and Wollaegcr (1958) have criticised the terms 
‘ idiopathic sicatorrhcca ” and “ malabsorption syn¬ 
drome ” because thej emphasise onlv one aspect of the 
malabsorpuon svhich affects carbods drate, protein, 
Mtamins, water, and manj substances other than fat The 
altcrnauvc names of “ tropical and non-tropicnl sprue ” 
or “ the sprue sjndromc ” are preferable 

In a survej of non-tropical sprue in the United States, 
Green and Wollaeger found hjpoproteintemia with the 
total serum-proteins below 6 0 g per 100 ml in 70% of 
their patients, while the serum-albumin Jesels were less 
than 35 g per 100 ml in 60% This hipoprotemaimia 
and the muscle-ssasting so often seen m this condiuon 
ha\e been attributed to protein malabsorption The 
earlier studies of Thajsen (1926), however, showed that 
small faical nitrogen losses, when compared with tliose of 
fats, were a diagnostic feature in idiopathic stcatorrhoea 
Comfort et al (1953) found that the ma)orit> of their 
pauents with sprue had abnormal fcccal nitrogen levels, 
but could not find any relation betw een the ficcal fat and 
faical nitrogen excretions On the other hand, Cooke et al 
(1953) found a significant relationship between the ficcal 
fat and ficcal nitrogen levels in ten cases of idiopathic 
stcatorrhcca 

These observations suggest a significant difference 
between the metabolism of fat and of protein in the sprue 
sjndrome Altcmauiclj, the discrepancv could be 
explained by leakage of protein into the gastrointestinal 
tract—" exudauve entcropathv ” or “protein-losing 
entcropathv ” (Gordon 1959, Schwartz and Jarnum 1959) 
A number of workers have demonstrated this protein-loss 
in hypertrophic gastriUs, Crohn’s disease, ulcerative 
coUtis, and other gastrointestinal diseases (Citrin et al 
1957, Steinficld et al 1957, Gordon 1959, Holman et al 
1959, Jarnum and Schwartz 1060) The discover, by 
Paullcj, in 1951, of atrophic changes in the mucosa of the 
small intestine of patients with idiopathic stcaiorrhcra 
suggests a possible origin for protcin-losmg enteropathy 
Similar histological changes hav e been shown in pauents 
wath caliac disease bv Sakula and Shiner (1°57), and in 
tropical sprue by Butterworth and Pcrcz-Santiago (1958) 

Gordon (I 05 O) has desenbed an ingenious technique to 
demonstrate and to measure this increased intesunal pcrmca- 
biJitv He used a pohnmvlpvTrolidonc wath a molecular w eight 
about that of albumin NXlicn labelled with radio-iodinc this 
pollmer resists tlie aaion of digesuv e juices After intravcnous 
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injcaion increased intestinal permeabilitv is indicated b\ the 
finding of exccssisc radioactiviiv m the faces li'ing this 
tcchmquc, Schwnrtz and Jarnum (1050) demonstrated proiein- 
losing entcropathv in a patient with hvpoprotcinamia due to 
sprue 

The object of this investigation was to determine if 
protem-losmg entcropathv occurred m patients with the 
sprue svndromc, and to correlate this entcropathv with 
clinical and histological findings, and with the results of 
protem-absorption tests 

Pntlcnts 

Eleven pauents were studied One was a child with 
coehac disease Two adults had svmptoms dating back to 
childhood, and were thought to have adult caliac disease 
Two developed symptoms for the first time while in the 
tropics, but had relapses after returning to Britain, 
although iniually thouglit to have tropical sprue, some 
features suggest that thev mav be cases of idiopathic 
stcatorrhaa or non-tropical sprue, and belong to the same 
group as the other six pauents m the series Seven of the 
eleven patients responded to a glutcn-frcc diet, and mav, 
alternatively, be classed as cases of gluten entcropathv 
The term " sprue syndrome ’’ will be used for this whole 
group of conditions 

The diagnosis was established by the history, the finding 
of a ficcal fat excretion in excess of 6 g daily, impaired 
glucose absorpuon, and radiological abnormalitv of the 
mucosal pattern of the small intestine Jejunal biopsies in 
each patient showed atrophic changes in the mucosa 

Methods 

AU the patients were asked about weight-loss in the months 
before admission Routine estimations of the hmmoglobin, 
scrum-proteins, and albumin levels were made rrccal fat was 
calculated ns tlic mean daily excretion during a 4-day collection, 
vvlulc receiving a 70 g fat diet 

jfcjtirtal Bwpstes 

Jejunal biopsies were obtained by the capsule method of 
Crosby and Kuglcr (1957) Diopsv specimens varied in sire 
from 7 to 15 mm in diameter After careful orientation, thev 
were fixed in formal-sahnc and embedded In wax Accuratch 
cut perpendicular sections vverc stained with hsmatoxylm and 
cosin Histological changes in the epithelium, the size and 
shape of the villi, and the amount of cellular infiltration wc-e 
assessed, v ithout knowledge of the clinical findings 

Radw-todvu-labcUed Albumin 

Albumin labelled with radio-iodinc (’’‘I-albumln) wav us'd 
to assess the cfficiencv of absorption of ingested protein The 
method was that described bv Chinn ct al (1953) ”'1 albunn 
was prepared bv llic method of Vcall ct al (I'JSS) The do'c, 
contammg approximatch 20 .iC of radioactivity, was given lO 
the fas ing panent with a carrier of gelatine, 05 e pvr h" 
bodv-wcighl For the 21 hours before the tc t, and for th'’ 
succeeding 4 days, potassium iodide 60 mg three times dail, 
was given to present thvroid uptake of radio-iodmc All tl' 
fxces passed in the 4 davs after the do'c were col!cc*cd and the 
radioictisitv assased bv comparison with a kno saa fraction o 
the dose ndminis c'cd Radioacuvitv was measured in a nal 
uple component Geiger-MuIIc' ring countc' connec-ed to an 
'EVco Au o'calc-’ Results wc-c exp-ess-d as th' P' cc'i-" 
o‘’tbc adr-'inisic-cd do e txcrc cd in ili- 'loals dunnr t! e >*d ' 
co'l'-aion Xomnal c'-c-c ion wa less tl n 5 

Rudic-: J i-t J’chni ’p.rr ’td e 

Th.s r-a c—s! vas ob a --d from tl ' Lr cd S air*, it 
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CLINICAL DETAILS OF PATIENTS, RESULTS OF ISOTOPE STUDIES, AND HISTOLOGICAL GRADINGS OF BIOPSY SPECIMENS 



Case no 

! 

1 1 

2 1 

3 

4 1 

1 5 1 

6 

1 

8 

9 

1 10 

11 

Sex 

F 1 

F 1 

i M 

i ^ 

M 

F 

1 M 

F 

F 

1 F 

M 

Age bears) 

1 1 

45 1 

! 44 

29 

58 1 

50 ; 

49 

18 

1'7.. 

34 

58 

Sv-mptoms 

! D, T i 

' ^ 

1 D, H 


1 b, B 

Di S 1 

D 

s 

s 

D 

D, B 

WciRht loss OcR ) 

60 1 

32 

97 

62 

64 

14 5 1 

60 ! 

38 7* 

8 7* 

1 37 

82 

Hamoglobm (g per 100 ml) 

: 10 6 , 

12 1 1 

10 3 

93 

11 2 

9 8 1 

13 1 1 

13 0 ! 

83 

1 83 

14 5 

Type of ansemia 

M ! 

M 1 

M 

M 

M 

M 1 

Nil 

F 

F 

F 

M 

Serum albumin (g per 100 ml) 

47 

35 1 

40 

38 

1 40 

36 

1 49 1 

48 1 

5 6 

i 27 

30 

Facal fat (g per 24 hours) 

213 

1 29 0 1 

16 4 

20 7 

30 0 

10 0 

,25 0 

13 3 

18 0 

i 10 4 

9 4%t 

Biopsy 


1 





1 


1 



Epithehum ! 

2 

3 

3 

3 



0 ! 

2-3 1 

3 1 

3 

3 

ViUi 

1 

3 

3 

3 



1 

3 

3 1 

1 3 

3 

Cellular infiltration 

2 

2 1 

2 

2 i 


U 

3 

3 

2 1 

; 3 

3 

Facal albumm (°o) 

1 3 

1 63 1 

06 

m 

14 9 

03 

1 6 

09 ' 

38 

18 , 

55 

Fsccal '”I p V p (%) 

3 6 ’ 

14 

2 1 


30 

03 ! 

07 i 

10 

67 

08 

09 











14 1 


Gluten sensituity 

Yes 

1 J 

Yes 


Yes 

? 

Yes 

Yes 

Yes 

? 

Yes 

Final diagnosis 

1 s 

I s 

?s 

Bl 

1 s 

A 

X s 

C ' 

1 ^ 

1 A 

1 1 

’A 


T = tetany D = diarrhoea H = hsemorrhage s = stunting B = bone pain M = megaloblastic F = iron deficient c = ccrliac A = adult coeliac 
s = tropical sprue is = idiopatluc steatorrhtca *=001031 bodj-tteight *®*Nfac excretion ^*UpvF = radio iodine labelled 

polyvinylpyrrolidone 


known fraction of the dose administered Freces were collected 
for the next 4 days and the radioactivity assayed m the same 
way as for the ^®*I-albumm The results were expressed as the 
percentageof the admmistered dose found mthe ftecalcollection 
Gordon (1959) states that the ftecal excretion of radio-iodme- 
labelled polyvmylpyrrolidone (*“'I-p v p ) m forty-one normal 
subjeas was less than 1 5% of the dose In ten normal subjects 
examined by me, the fsecal excretion was foimd to be less 
than 1% 

A maximum dose of 1 juG was used for each of the two tests 
for the one child in the series The stools were homogemsed, 
and ahquots counted m a thalhum-activated sodium-iodide 
crystal-well-type scmtillation counter connected to an Ekco 
autoscaler 

Care was taken to exclude urmary contamination of the 
fecal collections 

Results 

The climcal details of the eleven patients, the results of 
the isotope studies, and the histological gradmgs are 
summarised in the table 

Jejunal Bwpsies 

The histological changes in the intestinal mucosa were 
assessed under three headings 

1 The orderhness and cellular height of the mucosal 
epithelium 

2 The height, shape, width, and fusion of the vilh, and 
the depth of the crypts 

3 The total thickness of the mucosa glandular layer and 
the degree of cellular infiltraUon 

Changes were graded from 0 to 3 (O=normal, 3=severe) 
The biopsy specimens were graded without knowledge of 
the chmcal details 

In pauents 2 and 7, the biopsies were repeated after an 
mterval of 2 and 6 months respectively, and no sigmficant 
changes were observed 

Radio-wdme-labelhd Albumin Absorption 

Three patients excreted an abnormal percentage of the 
admmistered dose m the faecal collecuon case 2 , 6 3 %, 
case 5, 14 9%, and case 11, 5 5% Each had consideralile 
steatorrhoea at the ume of testmg and their faecal fat 
cx^euons were the highest in the senes 
The fecal losses of t^tl-albumin, however, were not 
closely related to the severity of the isease or the steator- 
rhcca when the whole group was considered, nor was there 
a relauonship between the let el of the total serum- 
protems or serum-albumm and the fecal excretion of 
radioacuvity 


Radio-iodine-Iabelted Polyvinylpyrrolidone 

Four of the eleven subjects excreted more than 1 5% 
of the adimmstered dose in the 4-day fecal collection 
(case 1, 3 6 %, case 3, 2 1%, case 5, 3 0%, and case 9, 
6 7%) 



Fig 1, A and B—^Jelunal b!ops> (case 5), before glutcn-frcc diet, 
(Ax30, BX120) 
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The f-Lcal excretion of the tracer could not be rehted to 
the clinical seteritj of the disease, nor to the weight-loss 
in the months preceding the imestiganon 

There was no relationship between the excretion of 
”'I-P \ p and the level of the serum-albumin, the total 
serum-proteins, or the faical fat cxcrcuon Similarh there 
was no correlation between the faical losses of ”*I- 
albumin and ”‘I-p \ p 

Only case 5 had a high elimination of both tracer sub¬ 
stances, despite this, tlie serum-albumin and total 
proteins remained )ust below the normal range His steator- 
rhaa was severe, and he was the only patient in the series 
with bone pam 

Tliree of the four patients excreting an abnormal 
percentage of ”'I-p v p showed severe abnormality of the 
jejunal mucosa, and each responded satisfactorily to a 
gluten-free diet 

Ilhistratwc Casc-rccord 

A man, aged 58 (case 5) In 1952, he had diarrlitta with pale 
frothy stools, and soreness of the tongue There was no past 
lustory of bowel disturbance or of residence in the tropics 
Investigation at that ume showed steatorrhoca and a megalo¬ 
blastic anccmia Non-tropical sprue was diagnosed and treat¬ 
ment was begun with folic acid and a low-fat diet Bouts of 
intermittent diarrhoea persisted until 1959, when he attended 



11 


Hr S A »ni3 n—Jcleml Elo-ij from e' ctrl'ac dliraac V«-tt 

in rmlttl-n for 2 jrart i«lth • ff'utfn frte diet (c»»c P) 
V Iia n IM) 


here with bone pain and a recurrence of diarrhoea, havini: lost 
14 lb (6 3 kg ) in the preceding year 

There was no abnormalitv, other than weight-loss and 
bone-tenderness He was found to have a mild macrocvtic 
anaemia with hemoglobin 12 g per 100 ml (81',) Senim- 
calcium 3 6 mEq per litre, serum-phosphate 3 1 me per 100 
ml serum-proteins 5 7 g , albumin 4 0 g, globulin 1 7 g 
The glucose-absorption curve was fiat, and the fecal fit 
excretion 30 g daily Radiologicallv, the small intestine had an 
abnormal mucosal pattern A jejunal biopsv confirmed that 
there was severe villous atrophy (fig 1) The ficcal excretion 
of ”'I-albumin was raised, 14 d"., of the administered dose 
being lost in the 4-day collection The fxcal loss of ”'I-i v r 
was also high, 3 0'o of ibe dose being found in the l-da> 
period 

The response to a gluten-free diet was dramatic, within 2 
weeks, the patient was passing formed stools for the first time 
m 7 vears 

Discussion 

This investigation shows that protcin-Iosing entero- 
pathv docs occur in some patients suffering from the 
sprue syndrome The present study, however, fails to 
show any relationship between the level of the scrum- 
albumin and the fxcal losses of the ”'I-P v p , such ns was 
found by Gordon (1959), in his studies of patients vvath 
idiopathic hypercatabohe hvpoprotcm.xmia 

The one patient (case 10) in the present senes with 
severe hypoprotcinxmia on two occasions had losses of 
”'I-P V p within the normal range 
The lack of correlation between the appearances of the 
jejunal mucosa and the losses of ”'I-p \ P suggest that 
these histological changes are not responsible for the 
increased intestinal permeability Culver ct nl (1959) 
report that they were unable to find any constant relation 
between the sevcritv of malabsorption and the histological 
changes seen on jejunal biopsy from patients with sprue 
These observations, and the finding of severe grades of 
mucosal atrophy in cocliac disease after long-lasting remis¬ 
sion on a gluten-free diet (fig 2 ), indicate that the factor 
responsible for the increased permeability and malabsorp¬ 
tion IS not the histologically visible lesion but is possibly 
an cnzvmal defect of the mucosal cell 

The lack of correlation between the absorption of 
'”I-albumin and the faical losses of ”'I-P \ P seems to 
indicate that the processes of protein absorption and 
protein-losing enteropathv arc independent 

This studv suggests that the protein disturbances of 
sprue arc complex, and not solelv attributable to protein 
malabsorption, or to increased intestinal permcabilitv or 
even to a combination of these tv o processes 
Summary 

Eleven patients wath the sprue svndromc have been 
investigated with radioactivc-isotopc tracers to detect the 
presence of protein malabsorption and pro,cin-Ionag 
enteropathv 

Protein malabsoTtion was detected in ihrce, and 
p-oiein-losing enteropathv in four No co-relation could 
be found bet vecn these dcfcas of pro ein rretiholivm and 
the clinical s,a,c, no' vi'h the Ic cl of semm-ptruem--, o' 
the histoltgical cl an"c-. in the muco a of the ‘rn'Il 
ntes jnc 
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The f-ccal evcreuon of the tracer could not be related to 
the cltrucal se\ entj of the disease, nor to the m eight-loss 
in the months preceding the in\ estigation 

There was no relationship between the excrenon of 
nij-P V p and the level of the serum-albumm, the total 
serum-proteins, or the facal fat excretion Similarlj there 
was no correlanon between the faical losses of ”‘I- 
albumin and ’“‘I-p v p 

Onlv case 5 had a high elirmnation of both tracer sub¬ 
stances, despite this, the serum-albumm and total 
proteins remained just below the normal range His steator- 
rhoca was severe, and he was the onl> patient in the senes 
with bone pain 

Three of the four patients excreting an abnormal 
percentage of ”'I-p v p showed sev'ere abnormahtv' of the 
jejunal mucosa, and each responded satisfactonlj to a 
gluten-free diet 

Illustrative Casc-ncord 

A man, aged 58 (case 5) In 1952, he had diarrhoea with pale 
froihv stools, and soreness of the tongue There was no past 
historj of bowel disturbance or of residence in the tropics 
Invcsugation at that nme showed stcatorrhoea and a megalo¬ 
blastic ancunia Non-tropical sprue was diagnosed and treat¬ 
ment vvas begun with folic acid and a low-fat diet Bouts of 
mtermittent diarrhoea persisted unul 1939, when he attended 
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lie 2, A mnd B—Jflanal btcn> fron caie ci*" ctrlUc dUrafc Vcpl 
In rrf-ilit!-n for 2 yrun with « s’uTf-t 'rre diet {ca*e B) 
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here vvitli bone pain and a recurrence of diarrhoea, having lost 
14 lb (6 3 kg ) in the preceding jear 

There was no abnormalit>, other than weight-loss and 
bone-tenderness He was found to have a mild macrocviic 
nnxmia with ha.moglobin 12 g per 100 ml (81''o) Scrum- 
calcium 3 6 mEq per litre, serum-phosphate 3 1 mg per 100 
ml scrum-proteins 5 7 g , albumin 1 0 g , globulin 1 7 p 
The glucose-absorption curve vvns fiat, and the faca! fit 
excretion 30 g dailv Radiologicallv, the small intestine had an 
abnormal mucosal pattern A jejunal biopsv confirmed that 
there vvas severe villous alrophv (fig 1) The fiecal excretion 
of ’*'I-albumin vvas raised 14 Q‘’o of the administered dose 
being lost in the 4-da> collection The fiecal loss of ”'I-r v r 
vvas also high, 3 0% of the dose being found in the 4-dav 
period 

The response to a gluten-free diet vvas dramatic, vvitlun 2 
weeks, the patient was passing formed stools for the fust time 
in 7 j cars 

Discussion 

This invcstigaDon shows that protcin-losing entero¬ 
pathy does occur in some patients suffering from the 
sprue syndrome The present study, however, fails to 
show any relationship between the level of the scrum- 
albumin and the fiecal losses of tlie '”I-p v p , such as was 
found by Gordon (1959), in his studies of pauents wath 
idiopathic hy'percatabolic hvpoproteinTmia 

The one pauent (case 10) in the present senes with 
severe hypoprotcintcmia on two occasions had losses of 
laq-p V p vvithin the normal range 

The lack of correlation between the appearances of the 
jejunal mucosa and the losses of “'I-p v p suggest that 
these histological changes are not responsible for the 
increased intestinal permeability Culver ct al (1959) 
report that they were unable to find any constant relation 
between the seventy of malabsorption and the histological 
changes seen on jejunal biopsy from patients with sprue 
These observations, and the findmg of severe grades of 
mucosal atrophy in cceliac disease after long-lasting remis¬ 
sion on a gluten-free diet (fig 2 ), indicate that the factor 
responsible for the increased permeability' and malabsorp- 
uon IS not the histologicallv visible lesion but is possiblv 
an enrvmal defect of the mucosal cell 

The lack of correlation between the absorption of 
•’'I-albumin and the fmcal losses of ”'I-P v p seems to 
mdicatc that the processes of protein absorpnon and 
protein-losing enteropathv are independent 

This srudv suggests that the protein disturbances of 
sprue arc complex, and not solely attnbutablc to protein 
malabsorption, or to increased intestinal permeability or 
even to a combination of these two processes 
Summnr} 

Eleven patients wath the sprue svaidrome have been 
invesugated with radioaaivc-isotopc tracers to detect the 
presence of protein malabsorption and prOiCin-lo ng 
enteropathv 

Protein malabsorption vvas dctcacd in three, and 
protein-losing enteropathv in four No correlation could 
be found between these defcas of protein me'ibolivm ar J 
the clinical state, no- with the level of scrum-pm einv, o' 
the histo'ogical changes in the miico a of the s'^al! 
inic^'ine 

Xtv Ihi-Vv a-t d-' n trt p'’ ' ’ns o' Tha i-e C.-*- H- r ' • 

3-d to D' C C r-o’-o't'-d'rii-<''■-'4 I 

Xted -a' '>>'■•'0' f-i ai ^ i-e 1— to (- n gs c if'i: ca a it' 

• t-I irdc' '•-i-k-'-ir >'> f' 'h O'’" - 
Pr'f'f e a /i" c' r« e"’ 
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Ettempts Tidded inadequate tissue. A more esactmg histologist 
vrno demanded ten glomeruli per smgle section would have 
clcssmed more than half of the biopsv attempts as unsuccessful 
Some biopsies taken with the Mm-Silverman needle contam 
verv httle cortesj presumablv because the trocar and sheath are 
inserted a short distance mto the kidnev before the biopsv is 
taken In a pathological kidnev, with a cortex onlv a few 
milliiaetres thick, the specimen mav consist largelv of 
medulla. 

(3) cargercris ccTruhcc^cms ur^ rare trcih^escrrc 

ce_s are fa rh cmrro' —Of KarVs patients, Q S''t> suffered 
firm one of four unpleasant side-effects—gross or prolonged 
hsmatuna renal cohe, perirenal hematoma, or renal infecaon 
The discomfort foUowmg renal biopsv is one of the factors 
limitmg Its appheauon m the nephrotic svndrome of chfldren 

These drawbacks of the standard method of renal 
biopsv are far outweighed fat its usefulness faut they leave 
considerable scope for improvement m the techmque A 
modification, which I described here, has proved more 
satisfactory m mv hands than the ongmal method of Kark 
and Muehreke 

Present Method 

The usual prehmmarv tests of platelet-count, pro- 
thrombm-time, clottmg-nme, bleedmg-time, and blood- 
group are done Premedication is gitxn to some adults, 
all children are heavily sedated with a “ cocktail ’ of 
pethidme promethazme, and promazme which has proved 
highlv successful m aUaymg anxiett and discomfort while 
preservmg cooperanoa The patient hes prone with a 
firm pillow supportmg the abdomen I do not beheve that 
this immobihses the kidney appreaablv, but it does flatten 
the lumbar curvature and improve access 


d 




A 

f 

M 




1 ^IcnRluni-tvpe biopsv nredlc (M) compared ssitb standard 
' ■m-Sdverman crcdle (V) 

Also sbosTn arc sn-c s-op f-om Menclum needle (bT) and stflene 
>-s*d fo- rm!rt.nng the siaa (S) 


B opsy Keedl. 

The needle (fig 1) is a lengthened version of the hver- 
biopsy needle described bv Aienghmi (195S) which I had ' 
previouslt found most sansfactorv for its ongmal purpose 
Alenghmi mennoned that his needle was suitable for 
renal biopsy 


It has been manufacturea for us m this countrv and is 
supplied with a shghtlt bevelled pomted end vthich differs 
feom that used bv Menghmi for hi er biopsv • I have found 
that the neeole performs better m vitro ana m vivo if it is 
further sharpened mth an mside bevel bv means of a fine- 

pomted stone on a dental drill, and __ 

smoothed on an oil-stone (fig 21 The 
needle relies ennrelv on the sharpness td 

of Its edge to cut a biopsv specimen 
smee It IS not rotated during the pro¬ 
cedure. A 10 cm needle has prosed 
sansfactorv for adults and a 7 cm needle 
(Uver-biopsv sire) for small children 
VTe have used neeales of 1 6 mm outside 
diameter and about 1 3 mm inside dia¬ 
meter which cut biopsies of about the 
same diameter as those obtamed with the 
standard Franklin Vim-Silverman 
needle, because ofits verv thm walls the 
Menghmi needle has a smaller outer 
diameter than the sheath of the Vun- 
Silverman (fig 1), and therefore makes 
a smaller hole m the surfiice of the 
kidney 

This needle was chosen because of its bener performance m 
prehmmarv tests on isolated kidnev The Vim-Silvermaa 
needle somenmes failed in spite of transient hsmatuna which 
showed that the kidnev had been penetrated Vanous biopsv 
needles were therefore tested on isolated (necropsv) material 
under direct vision Individual Vim-Silverman needles 
differed m their performance, some pvmg as few as SD'o 
successful “ biopsies ” when inserted directlv into the kionev 
All Men ghmi needles, sharpened as described, had a “ success- 
rate ” of more than 90 "c. rvhen smularlv tested. 

Any needle for renal biopsi should be tested on isolated 
material before bemg used on panents 



Fip 2 —^Enlarsrd view 
of point of Menghmi 
biopsvnoodle to ill¬ 
ustrate method of 
sharp cams: 


Locanr^ th. Kidrry 

Muehreke et al (1955) marked on the skin the position 
of the kidnev with the aid of a preliminary mtraienous 
pielogram taken with patients prone When usmg their 
method, I compared the surface markmg with the actual 
position of the kidnev shown bv a second pv elogram taken 
at the tune of biopsv and newed through the image- 
intensifier In some panents there was considerable 
discrepancv—^ihe ongmal estimate bemg too low m every 
case Presumablv these errors are due to shght differences 
in the posmon of the panent, the phase of respiranon is 
particularly difficult to standardise 

Considerable errors are also introduced bv the mag- 
nificanon and distortion of the radiograph Accuracy 
could be improv ed bv menculous standardisanon of 
techmque on all occasions, but manv of the errors mav be 
eliminated more simplv bj perfonnmg mtrav enous 
pv elographv at the time of the biopsv 

Tea minutes after mjecnon of the contrast medium, a wire 
gnd is placed on the patient s badt ov cr the expeaed posiuon 
of the lower half of the ladncv ftom which the biopsv is to be 
taken The X-rav mbe is centred on the middle of this gnd, 
and film s are taken in full inspiranon and full expiration From 
the films, the appropriate square of the gnd is chosen as the 
surface marking fo- the biopsv sue, and the phase of respira ion 

• The ra'vLn-d Mcrcluni —di- cer* be cb.x.e-d f-eni Oeuln Thaefcray 
A Co L d.. Park Street Lceda 
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15 sera were further tested at 37 C and found to contain 
h-rmohsms for human A, cells at a mrc of 1/1-1 6 
These findings show that b\ using A’’ cells, the 
hmmohsin test for dangerous imnersal donors is con- 
siderabh simplified, and that a single-tube test at room 
temperature should result in the detection of all potenualh 
dangerous group-0 bloods 182 of the 450 sera which 
contained haimoljsins at 37 C hmmolysed human group- 
Ai cells at room temperature, and mcluded in these 182 
sera arc the 90 which contamed haimoljsins at a titrc of 
1/8 When A"" cells are not available, a hrcmoljsin test at 
room temperature using human A, cells should also prove 
adequate, but nearl> twice as manj group-0 bloods will 
then be labelled as potential!} dangerous 
None of the 2500 group-0 bloods tested contained 
anti-B hTmohsins onl} When these were present, the 
sera contained anti-A haimoh sms also A test using A** 
cells only is, therefore, probabl} sufficient, but Gardner 
and Tove} (1954) found 2 of 1960 random group-O 
sera with anu-B haimolysins onlv In neither instance 
was the titrc of the hxmolvsin recorded, but unul 
It has been established that anti-B ha:mol}sins are never 
present in critical titre independent of anU-A, it is a 
simple practical measure to use a mixture of equal 
volumes of a lO^o suspension of pig group-A cells and 
human group-B cells in 1 5% saline as the test ccUs Of 
the 2500 group-0 bloods tested 18 h'cmol}sed group-B 
cells at room temperature In 8 instances the anti-B 
hxmol}sin was associated with a high-titrc anti-Ai 
ha.mol}sm, so that using a mixture of group-B human 
cells and A*" cells should result m fewer than 1 in 200 
addiuonal group-0 bloods being labelled as “ dangerous ” 
A further 1000 group-O sera were examined to check 
whether high-titre saline agglutinins and significant 


TADLT 11 —COWrVRATIVE IWalSTIOUION OF 1000 SERA FOR HIGH TITRE 
SALIST AOCI-UTIMNS, IVLUUXE AVTI-A AXTinODIES, AXD AXTI-A^ 
HS-MOUSIXS 


j 

Titrc of saline agglutinins 

I 200 , 1 500 j I 1000 

Number 'houing high titrc saline ^ 
agcluunms i 

V 1 

15 1 

1 5 

Numbe 5ho\'.mp immune anti A 

AA 1 


1 5 

Number hTmol>*smg A^' ceils 

50 i 

1 

15 i 

1 

i 5 


immune 3011-*^ antibodies are found onl} m sera con- 
tairung anti-A’’ haimolvsins Table ii shows that all of the 
sera contaimng salmc anu-A agglutinins at a titrc of 1/500 
or immvme anu-A anubodies hxmohsed the cells 
One ma\ conclude that a scrccmng test for anu-A’* 
hxmoh sins vnll therefore also protea tlie rcapicnt against 
tlie transfusion of blood contaimng immune anu-A or 
saline aggluunins in high titre 

To determine whether complement should be added as 
a routine, 312 group-O sera which did not hxmo!>sc A, 
cells at 37 C were further tested after adding one volume 
of frccze-dned human complement 

2 of the «cra row showed hrmolvsins, bui onl} at a tiuv: of 
1 2, dcmonsiratinr ilut vvhen the samples arc fresh, sup*- 
p’erren a'v complement is not required 15 of the sera contain- 
ne anu-h-e-'o'vsms wc-e re ested after smmqe a, •* C fo* 

1 oars and 72 1 oa-s wmhouf the addition o'" comp'cirent 
V!t 15 s o eJ to- hoars hx-nolvscd A’ cells ni roo'n tem¬ 
pera um, ba al.c' 72 hoa-s stemee il c ham o’ Tic aaivT-v c*" 
10 c t’' 15 s—a was cc'''idc-ahU wcaicned, altl oue'i still 
dc 

It IS aJv-sjb’e tha, comp’emen' should the'cfo'c be nJJcd 


if the hxmolvsin-screening test is not enrried out wiihm 
IS liours of blood-domtion 

Summary 

A simplified test for potenualh dangerous group O blood 
IS described The test requires the incubation nt room 
temperature of a 10°o suspension of n mixture of group-A 
pig cells and human group-B cells, using 1 5'’(, saline, 
with an equal volume of the fresh group-0 serum 

Sera containing anU-A or anti-B saline acglutinins, 
immune agglutinins, or hxmohsins in criticall} high titrc, 
hxmolvse tlie test cells after incubation for 1 hour at this 
temperature B} tins tcchmquc, about 1“o of group-0 
bloods are labelled as potcmiall} dangerous 
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RENAL BIOPSY WTH MODIFIED 
MENGHINI NEEDLE 

Davtd N S Kerr 
M B , M Sc Edin , M R C P , M R C P E 

naST ASSISTANT, THE DErARTVIEST Of VirOlClXE, 
UMVERSm OF mlRlIAM, SEWCASTII UFOS TVSF 

It is now nine wears since acceptable methods for needle 
biopsy of the kidnc} were first introduced (iversen and 
Brun 1951, Kirk and Muchreke 1954, Muchreke ct nl 
1955), and ven few serious complications Invc been 
reported One recent senes (Kark ct al 1958) comprises 
500 biopsies without fatalit}, blood-transfusion was 
required twice, but there were no complications requiring 
surger} The method used b} Kark and Ins coworkers— 
biops} in the prone position with the Franklin Vim- 
Silvcrman needle—has largcl} superseded the older 
techniques, and in the hands of its originators it gave an 
acceptable success-rate—80”o of all attempts vidded 
sufficient biops} material for diagnosis Biops} specimens 
reflect the lustological picture of the whole kidnc} m a 
high proportion of cases (Kcllow ct al 1959) Even nov, 
however, tins diagnostic aid is available in onl} a fev 
British hospitals The problems that have limited its 
appheauon mav be appreciated from the full review of the 
method b} Kark ct al (1958), and have been underlined 
b} personal experience and b} discussion with a number 
of other workers in this countty The} arc 

(1) F/it ktJ'e\ IS roe an eas\ earccC —7’ of the biop > 
attempts m Kark’s series jicldcd no rena! tissue, and the 
initial attempts of Icss-cxpcricnccd operators (includin!: mv'rlO 
using their technique hav c had a much higher fadurc-nlc fins 
IS doubt} disturbing since a needle v hicji mu cs the Ijdnc is 
m danger of hitting small bowel or colon which ma' be lc*s 
mobile than usual owing to compression of the abdomen over 
a sandbag None of Karl s pauentv sho sed unequivocal ignv 
of bov cl perforation, but this remain, a real hazard lo ansiv'e 
who canno locate ilic ladncv No details arc given in KarV s 
paper aoout the number oE times ll ebiopsv needles as inserted 
before the procedure s as •'bandonrd but ‘tme opcraio-s al'o 
themsel'es tw-o or tl rec attempts, fc ’ could re^i't the tc^p a 
tion to cxplo’-c a little deeper each vim- 

(2) Tl e jgf n irr o'- a r ti arc t al a r h 
cJiU'r—Thc hi 'o’og v is u'ualh mn-c inte i-.cd in il' 
coTcx than ir the medulla, o ka r a-J hi ca’lctfni— u rJ^ ' 
*’umber glo-nc-vili in •erul scctio'’ th oegh tl '* 1 ' * ^ 
sp-cj^-n as a tritcri n o*' adequ c* 1 iie o" m'uc f'"' “ ‘ 

wc'caccep eja-arca'o'ab’csa-pa"d,on ti 'V- S-' 
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Pmnephnc Infection 

1 pauent suffered a comphcaaon which was attnbuted to 
pennephnc mfecaon He was a child, aged 7, wuth severe 
nephrotic syndrome and moderate a2Dtamia due to type-i 
nephnas, and underwent nght renal biopsy without mcident 
Culture of the washmgs from the biopsy needle was sterile, 
but cohform orgamsms were found m the first midstream urme 
after biopsy He was given a seven-day course of sulphona- 
mides to which the orgamsms were sensmve, at the same time 
(forty-eight hours after biopsy) predmsone therapy was begun 
There was no improvement m the nephrotic syndrome, but 
there were no complamts referable to the biopsv Two weeks 
later he suddenly complamed of pain m the right lorn, and 
became extremely tender there and on the right side of the 
abdomen His temperamre rose to 100°F, and a leucocytosis of 
18,000 per c mm developed over the next twenty-four hours 
Unne culture was sterile He was treated with erythromycm 
and furaltadone, and made a sansfaaory recoi ery 
Pam 

SUght achmg m the lorn, usually at the biopsy site, and 
commonly related to movement, was often present m the first 
tiventy-four hours 5 patients had more severe pam dunng or 
after biopsy 1 adult complamed of lom discomfort for three 
days after biopsy, and another had fairlv severe pam im¬ 
mediately after the procedure, which gradually subsided over 
the next four days Both were tender over the affected kidney 
and, although tomograms showed no evidence of large extra¬ 
vasation, It was thought that a small subcapsular hsmatoma 
might be responsible for the pam Kark et al (1958) com¬ 
mented that relatively small subcapsular and permephnc 
h$matoma could cause qmte severe discomfort 
A child, with relapsmg nephntis and probable Henoch’s 
purpura, had discomfort m the lom m the first twenty-four 
hours after biopsy, and, five days later, a further attack of lom 
pam associated with slight htematuna In view of the time 
mterval, the second attack may have been due to a flare-up of 
the fllness followmg biopsy 

A child with nephrotic syndrome and azotasrma, m whom 
biopsy material was obtamed with difficulty, had pam m the 
nght lom and ihac fossa for two days afterwards There was 
guardmg and rebound tenderness over the nght side of the 
abdomen, but no fever or leucocytosis, and the condition 
cleared up spontaneously It was thought that, on the mmal 
msemon, the biopsy needle had passed below the lower pole of 
the kidney and may have produced a small amount of pentoneal 
bleedmg There was no fall m h^moglobm level 
A 5th patient suffered some lom pam m assoaation with 
urinary infection after biopsy 

Flare-up of Original Disease 

In addition to the child with nephritis 2 patients had an 
obvious exacerbation of their illness after biopsy A child of 14 
with nephronc syndrome was treated by bed rest and diet for 
one week after adnussion, and protemuna fell from 15 g per 
htre to almost zero The day after biopsy there was no 
b®natuna but urmary protem excretion rose agam to 12 g per 
htre It fell back to zero dunng a course of comcotrophm 
H) staned forty-eight hours after biopsy The specimen 
show ed fairly severe thickenmg of basement membranes (type- 
U nephnas) 

A woman of 45 wath a history of recurrent lom pam and 
^equency had mtenmttently posiave urmary cultures After 
biopsj, her urme became heavily infected with orgamsms 
similar to those m her last posiave culture, and she developed 
*ypical symptoms of a urmary mfecaon This cleared up with 
anabiouc therapy and she has remamed well smce 

Biopsy of Wrong Organ 

Accidental biopsy of some organ other than the kidney is 
a not uncommon error but one which did not occur m the 
present senes One biopsv of kidnev also contamed a tmy 
■agment of duodenum, and another biopsy mcludcd a poraon 
of mvocalvx muscle Neither paaent appeared to suffer any 
harm, which is mteresong m vnevv of I^k’s conclusion that 


biopsy of the myocalyx might be responsible for pam at the 
time of biopsy This paaent was carefully quesnoned, but had 
felt no pam whatever after the procedure 

Comparison of the mcidence of comphcaaons m 
different senes is of questionable value since so much 
depends on the observer’s opmion of, for mstance, where 
rmld discomfort ends and pam begms However, the 
madence of uncomfortable comphcations in this small 
senes (12%) is reasonably close to that m Kark’s much 
larger one (10%) 

Summary 

A techmque of renal biopsy is descnbed which 
employs a modified Menghmi needle and m which the 
position of the kidney is determmed, when possible, by 
pyelography at the time of biopsy The results of 50 
biopsy attempts are reported 

In this senes the success-rate is higher than with the 
standard method, using the Vim-Silverman needle The 
madence of comphcations is sinular 

The speamens obtamed by the present method contam 
a higher proportion of renal cortex than those taken with 
a Vim-Silverman needle, and are therefore more useful 
to the histologist 

I am mdebted to Dr Charles Warwick and Miss J Young, and 
their colleagues, for valued cooperaaon m the radiological department, 
to Prof George Smart for advice and encouragement, and to the 
physicians who kmdlj allowed access to patients under them care— 
Prof George Smart, Prof S D M Court, Dr A G Ogilvie, Dr 
T H Boon, Dr F J W Miller, Dr G A Neligan, and Dr G O 
Richardson 
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The earhest attempt to test staphylococcal virulence 
m man was made by Garre (1885), who rubbed an enare 
slope culture mto the skm of his forearm This resulted 
m mulnple pustules from which a carbuncle later 
developed Smce this dramanc demonstration of staphylo¬ 
coccal virulence httle experimental work has been 
performed m man, for obvious reasons Recently, how¬ 
ever, Elek (1956) and Elek and Cikmen (1957) mjeaed 
staphylococa mtradermally and were able to produce 
small pustules with doses of over a milhon orgamsms, 
they were unable to produce lesions with kiUed coca, and 
the addition of toxm did not influence the outcome 
In the experiments vve describe here we attempted to 
simulate more closely the condiuons obtainmg m a 
wound by usmg arafiaal skm lesions mto which staphylo¬ 
coca w ere mtroduced By this method we hoped to dctcr- 
mme whether local condiaons influenced mulaphcauon 
of orgamsms or the course of the subsequent lesion, 
■whether different tvpes of staphylococa varied m patho- 
gematy, and what was the smallest mfectmg dose 
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IS Edeacd In some p^t^cnts the kidnes moscs several centi- 
mttrvs beuveen full inspiranon and full cvpiration, and it is 
thertfore unwise to aim at a pomt close to the edge of the kidnev 

\1I the failures and most of the complicauons have 
arisen during attempts to locate the lower pole of the 
kidnev Prcsumablj this means that, ev'cn with these 
precautions, the surface marking of the renal outline is 
onlj approximate, attempted “ biopsies ” on cadavera 
have convinced me that the lower pole is a difficult target 
Possible one pole of the kidnej can be pushed awaj bv the 
biopsv needle The site now selected for biopsj is a point 
about 1 inch medial to the outer edge of the kidnej, 
between the lower and middle caljces 

Determinauon of the distance of the kidnej from the 
skin has proved more difficult After injecuon of local 
anxsihetic into the skin and lumbar muscles, a fine-bore 
(21 SWG) exploring needle is passed verticallj down¬ 
wards from the surface marking until a swinging move¬ 
ment, related to respiration, indicates that it has entered 
die kidnej, as described in Muchreke’s (1955) paper The 
value of this sign is still uncertain, since a verj similar 
respiratory oscillation is produced when the needle is in 
perinephric fat below the lower pole This observation 
has been made several times with the aid of the image- 
intensifier The sensation of entering the kidnej sub¬ 
stance has been noted in onlj about two-thirds of the 
patients The most useful sign has been a pulsauon, in 
time with the heartbeat, transmitted to the needle when 
It enters the kidnej' (Kark ct al 1958) A more certain 
method of determinmg the depth of the kidnej from the 
surface is needed, and I am experimenting with 
nephrotomographj at the time of biopsj as a possible 
alternative Radiographs in two planes were uulised bj' 
iversen and Brun (1951), but the distance of the kidnej 
from the lateral film makes accurate measurement 
difficult 

Aiptratwu of Biopsy 

The needle is used as in liver biopsj (Menghim 1958) 

A tinv inasion is made in the skin and the needle, attached 
to a sv nnge, is inserted to a depth of about 1 cm A few 
drops of saline are blown through the needle to clear it of 
fat, S-c, and it is then inserted into the kidnej and vvith- 
dravvTi in one rapid mov ement, with suction applied to the 
sjTinge tliroughout Suaion must be maintained dunng 
insertion of the needle, and this requires a little pracuce 
which IS best obtained on the cadaver Either a guard, as 
fitted to a sternal punaure needle, or the finger, can be 
used, to prevent too deep insertion of the biopsj needle 
The specimen remains in the needle, and is blown out 
into preservauve If no biopsv is obtained, a second 
insertion of the needle is permissible, and has been 
required in about one-third of the biopsv attempts 

Results 

This procedure Ifs been tried 50 times, and 48 spea- 
mens of renal tissue have been obtained The specimens 
vvc'c handled bv the routine histolopcal laboratorv, and 
counts of the number of glomeruli in a single section 
throui n each specimen have been tal en from the onginal 
slide.. 17!e results are sho vn in the table, and arc 
co^ptl ' vath Icu’-cs denied from fig 2 in the a'Oiclc b 
K’n e a! (103''’ VThc’-e seven! sections were cu for 
i' ’-"n s Tins, the 1 iche<t individual count is ouo ed 
Be :c" re ’’'s cou’' be o'' aned bv ca'c'vil sec'io"ing 
a"' ' t'-e vcn •’c o the I ''psv specimen and b serial 
>c- L-tt ese f IVc no lee's cened out nauunelv 


sniVinER OF GLOMETtLI IN SINGLE SECTIONS TIIROUCH IllOrSV SFECIMENS 


Number of plo-ncnili 
per «e'*uon 

1 Number 

1 spOvimcrs m 
t this group 

j Per entape cf 

1 all nttempts 

i CorresponJirj; 

' Tcc n 

series of kark 
‘ etal (195^^) 

0 Ca) No rcml tissue 

0 (b) Renil tissue but 

1 

4 

1 7 

no plomTuU 

1 0 

0 

5 


2 1 

1 } 

15 

5-9 j 

6 

i 12 

30 

lO-M I 

1 ® 

1 16 

'W 

15-19 

! 8 1 

16 1 

1 6 

20-21 ' 

' 1 

28 ' 

1 7 

Over 24 | 

10 

20 1 

! 5 

5 or more j 

46 ' 

92 1 

73 

10 or more 

40 i 

i 

60 

42 


Kark’s criterion of adequaev cannot therefore be applied 
to the present material, but, using a stricter requirement 
of five glomeruli per single secDon, an acceptable biopsv 
was obtained in 46 of 50 attempts (92%) The avenge 
number of glomeruh per slide was twentj-one, which is 
about twice the figure for Kark’s senes, suggesting tint 
specimens taken bj the new technique contain more 
renal cortex 

There is no simple measure of the amount of renal 
medulla on a slide, and Kark et al gave no indication 
of the amotmt in their specimens Using a rough rule-of- 
thumb classification of “ adequate ” or “ inadequate ”, it 
was esumated that 11 specimens contained too little 
medulla, mj impression is that a higher proportion of 
biopsies taken wath the Vim-Silvcrman needle contain 
adequate medulla, but there is insufficient material for a 
fair comparison In anj case, present histological opinion 
appears to be that in making a diagnosis the amount of 
cortex IS much more important than the amount of 
medulla 

In 12 of the patients, n high blood-urea precluded the use of 
pjclognphj to locate the kidnej Plain films or tomograms of 
the renal area were taken to ensure that two kidnejs were 
present in roughlv the normal position The biopsv needle was 
inserted vcnicallj downwards about 1 cm below the last 
palpable right rib, 6-7 cm from the midhne A spccimtn was 
obtamed without difiicultj in 11 cases, and, in the 12th, a 
specimen vvas obtained on a third insertion of the needle 
imracdiatelj below the twelfth rib Diagnosis was important in 
this pauent, and the maljng of several attempts vvas thought 
jusufiable Although the success-rate in the " blind-biopsj ” 
group IS therefore as Jugh as in the remainder of the series, I 
am com meed that radiographic localisation should be cmplov cd 
whenever possible 

5 children, aged 8-14, have undergone successful renal 
biopsj under local anxsthesia In one child, aged 7, the 
procedure was carried out under brief general anTsthen 

Complications 

The mom complications described bj other v or) ers are 
hatmoirhage (fixmatuna and pcnncphric hTmatoma), 
pennephne infection, pom (loin pain and renal colic;, 
flare-up of previous illness (particularlj renal infection), 
and biopsj of the wrong organ 
Ilirrrorr} ace 

Thc'c was visible hx-ratu-n (u v^all si gl.t) n ti c fi's o"- 
O' two u'lne speci’ncns pass'd afier b opv in ebou, 1 _!''o‘'tl ” 
pauents, and r''icrosCopic hxxia uaa v -is fouad in tl c rc"an 
dcrvvhe"cver It wav loo'ed fo' No pa I'at developed p c o' 
pro'o"''ed hxma una, o' "aifc'n f-'I in 1 t-ioj-Io'' " I'V'', 
-'ftc' b opvv , Tsd rn tr 3 "vtL'i''''s ere -equ -ed Ter a','' : 
han-'n'-hage is r"0'c diTcult to da cc* b- h P' 1 x— i - - 
a e«a Jlop cd-ceashado on -a-' \-'avao'ra i" r'-""' 
o‘'l»-' rera'a C3 iKa ; c a' !05- P.a a •''"v -etJea - 
cve-v p- le- V ha had s -a ca- p •' ■■ c- I "P v, a'd le'"'* 
p-a—s e'c t.i en n 2, ro ha-" ' e c d' 'C'ev. 
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Pennephnc Infection 

1 patient suffered a compbcanon which was attnbuted to 
pennephnc infecnon He was a child, aged 7, with severe 
nephrotic svndrome and moderate azotamia due to tvpe-l 
nephnns, and underwent nght renal biopsy without madent 
Culture of the washings fiom the biopsv needle was stenle, 
but cohform orgamsms were found in the first midstream urme 
after biopsv He was given a se\en-das course of sulphona- 
nudes to which the organisms were sensinve, at the same tune 
(fortv-eight hours after biopsj) predmsone therapv was begun 
There was no improiement m the nephronc svndrome, but 
there were no complamts referable to the biopss Tw o weeks 
later he suddenly complamed of pain m the nght lorn, and 
became extremelv tender there and on the nght side of the 
abdomen His temperature rose to 100‘F, and a leucocnosis of 
18,000 per c mm de\ eloped over the nest tw enu -four hours 
Urme culture was sterile He was treated with ervthromycm 
and fiiraltadone, and made a satisfactorv recoi erv 
Pain 

Shght achmg m the lorn, usuallv at the biop'V site, and 
commonlv related to movement, was often present m the first 
twentv-four hours 5 patients had more set ere pam during or 
after biopsj 1 adult complamed of lom discomfort for three 
days after biopsv, and another had fairlv seiere pain im¬ 
mediately after the procedure, which gradually subsided over 
the nest four davs Both were tender over the affected kidnev 
and, although tomograms showed no evidence of large estra- 
vasauon, it was thought that a s mall sub capsular hsematoma 
nught be responsible for the pam Kark et al (1938) com¬ 
mented that relatively small subcapsular and pennephnc 
hzmatoma could cause qmte severe discomfort 
A child, with relapsmg nephnns and probable Henoch’s 
purpura, had discomfort m the loin m the first twentv-four 
hours after biopsy, and, fise davs later, a further attack of lom 
pain assoaated wath slight htematuna In view of the time 
mterval, the second attack may have been due to a flare-up of 
the illness foUowmg biopsv 

A child wnth nephronc svndrome and azotmmia, m whom 
biopsv material was obtamed with difficult!, had pam m the 
right lom and fliac fossa for two davs aftenvards There was 
guardmg and rebound tenderness over the nght side of the 
abdomen, but no fever or leucocvtosis, and the condinon 
cleared up spontaneouslv It was thought that, on the minal 
msernon, the biopsv needle had passed below the low er pole of 
the kidney and may have produced a small amount of pentoneal 
bleedmg There was no fall m hsmoglobm level 
A 5th panent suffered some lom pam m assoaanon with 
'ttinary mfecnon after biopsy 

Flare-up of Original Disease 

In addinon to the child with nephnns 2 panents had an 
obvious exacerbanon of their illness after biopsy A child of 14 
with nephronc syndrome was treated by bed rest and diet for 
one week after admission, and protemuna fell from 15 g per 
ntre to almost zero TTie day after biopsv there was no 
haanatuna but urinary protem excrenon rose agam to 12 g per 
utre It fell back to zero durmg a course of comcotrophm 
^ ^ started forty-eight hours after biopsv The specimen 
showed fairly se\ ere thickening of basement membranes (tvpe- 
n nephnns) 

A woman of 45 with a history of recurrent lom pam and 
ftequenev had mtermittentlv posinve unnary cultures After 
lopsv, her urme became heavily infected with organisms 
similar to those m her last posins e culture, and she developed 
ivpical svmptoms of a unnary mfecnon. This cleared up with 
anubionc therapv and she has remained well smee 

Biopsy of If rang Organ 

Acadental biopsv of some organ other than the kidnev is 
a no* uncommon error but one which did not occur m the 
present senes One biopsv of kidnev also contamed a tmy 
n^gment of duodenum, and another biopsy mcluded a pomon 
o mvocals-t muscle Keither panent appeared to suffer anv 
^rm, which is mterestmg m view of Kark’s conclusion that 


biopsy of the mvocalvx might be responsible for pam at the 
time of biopsv This panent ivas carefull! quesnoned, but had 
felt no pam whatever after the procedure 

Companson of the inadence of comphcations in 
different senes is of questionable value smee so much 
depends on the obsen er’s opmion of, for instance, where 
mild discomfort ends and pam begins However, the 
madence of uncomfortable comphcations m this small 
senes (12%) is reasonably close to that m Kark’s much 
larger one (10%) 

Summary 

A techmque of renal biopsy is desenbed which 
employs a modified Alenghim needle and m which the 
position of the kidney is detenmned, when possible, bv 
pyelography at the time of biopsv The results of 50 
biopsy attempts are reported 

In this senes the success-rate is higher than with the 
standard method, usmg the Vim-Silv erman needle The 
madence of comphcations is similar 

The specimens obtamed by the present method contam 
a higher propomon of renal cortex than those taken with 
a Vim-Silv erman needle, and are therefore more useful 
to the histologist 


I am mdebted to Dr Cbarles Warwick and Miss J Young, and 
their colleagues, for valued cooperanon m the radiological department, 
to Prof George Smart for ads ice and encouragement, and to the 
physiaans who kmdiv allowed access to patients under their care— 
Prof George Smart, Prof S D M Court, Dr A G Ogilne, Dr 
T H Boon, Dr F J W Miller, Dr G A NeUgan, and Dr G O 
Richardson 
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EXPERIMENTAL STAPHYLOCOCCAL 
INFECTIONS IN MAN 
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The earhest attempt to test staphylococcal virulence 
m man was made by C5arre (1885), who rubbed an ennre 
slope culture mto the skm of his forearm This resulted 
m multiple pustules from which a carbimcle later 
developed Smee this dramatic demonstration of staphylo¬ 
coccal ynrulence httle experimental wrork has been 
performed m man, for obvious reasons Recently, how- 
eyer, Elek (1956) and Elek and Conen (1957) mjected 
staphylococa mtradennally and were able to produce 
small pustules with doses of over a milhon orgamsms, 
they were unable to produce lesions wath killed coca, and 
the addition of toxm did not mfiuence the outcome 
In the experiments yve describe here we attempted to 
simulate more closely the conditions obtatmng m a 
wound by usmg amfiaal skin lesions mto which staphylo¬ 
coca were mtroduced By this method we hoped to deter- 
mme whether local conditions influenced multiphcanon 
of orgamsms or the course of the subsequent lesion, 
whether different types of staphylococa varied m patho- 
geniatv, and what was the smallest infcctmg dose 
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TABLE I—PHAGE TV BE AND SOURCE OF ISED IN 

EXPERIMENTS 


PhaRC lyjit 

Source 

n t 

Perineal earner 

n t 

47 77 

Naja! earner 

52 60 


3. 55 71* 

Septic uo*und 


n t —not t\-pablc with the routine set of phape 

• — this orgarusD was obtained from in outbreak of wound sepsis (Foster 


Matcrnls and Methods 

The strains of staphs lococui won. isolated on blood-agar and 
identified b\ their colonni appearance and shde-coagulase tests 
The strains Mere stored on agar slopes in bijou bottles, and then 
phage-tjped bs the method ol Anderson and Williams (1956) 
The phage-tspe and origin of the \arious organisms used in 
these CNperimcnts ite listed m table 1 All Mere coagulasc- 
posiuse Slaf'h\Ioi.ocaif aurtiis (Mith the exception of a 
coagulase-negatue 6fap/i albtis used in one expenment), and 
all Merc sensitise to the standard antibiotics 

The experimental lesions were made bj scraping the 
epithelium from a small irea of skin on the solar surface of the 
forearm (Rebuck and Yates 1954) Using a scalpel ssith a small 
blade, tssents-fise strokes ssere made, this manoeuvre resulting 
in a lesion of constant size sshich did not bleed, but in the base 
of which capillarj loops ssere casils visible The lesions pro¬ 
duced in this svas were inoculated with a standard platinum 
loop delis ering about 0 005 ml of an os crnight ‘ Lemco ’ broth 
culture contaimng about 250 ^ 10‘ organisms per ml The 
standard inoculum vs as thus approximately 10" orgamsms The 


TABLE n—COMPARISON OF THE SlULTIPLICATION OF ORGANISMS IN 
STANDARD SKIN LESIONS SEALED WITH COVERSLIPS AND LEFT EXPOSFD 


Tine after '* 

inov.ulation 

No of organisms rci-o^efcd 

Lesions sealed with ' 
coNcrshps 

Lesions allowed to 
dr> 

15 min 

0 7' 10* 

0 7x10* 

2 hours 

1 8v 10* 

0 5 10* 

5 n 


0 t X 10* 

8 » 

ISv 10* 

0 S X 10* 

17 n 

25 10* 


77 ., 

55 10* 

2 6x 10* 


lesions were then scaled with circular flamed covershps which 
M ere held in position ssath ‘ Scllotapc ’ 

Stai'} s IpcoccjI Cotiiirs /rent Sf^in Lesions 
The covcrslip and scllotapc over each lesion were stripped 
ofiTand dropped into 10 ml of nutrient broth in a vsidc-mouth 
universal container One drop of «tcrile broth seas then added 
to the undcrl)ing lesion, and the whole area was thoroughlv 
rubbed with two sterile alginate wool swabs to remove all 
exudate and superficial lasers of the lesion Both sssabs were 
then broken off into the same sample of nutrient broth as the 
cosershp \fter capping, the universal container svas shaken 
sigoDusls until the alginate sssnbs d'sintegrated 

Sc'ial tenfold dilutions were then prepa-xd in broih using 
* ml dropping pipettes, and each dilution svais plated out 
\f c oscDight incubat on the colomes of staphsloeocci were 
coun eJ, and from Jiese counts the numbc'recosc'cd from the 
ssl ole lesion w is cilcu'ated In expenments in sshich cosc'slips 
ssc'ero us'd to seal the lesions organism counts were ob ained 
bs f-m swabbing o’ the area ssith aligna c sssabs afte- p"c- 
limina a m-* sienirg with b oth The sssabs sse-c then dropped 
1 " o •! e urns e-sal co" a ners as befo-e 
Results 

/'l - _ of O'K 

i is> s j-d.-d s,in les s"s se-e m’de in t so sub -c*s a-d 
iroes.'j ed as d-se-ib>d a*'o - wa b p‘'agc- vp- 5- 55 71 In 
p~- Su' -c- '"s '"s se-. CO c-ed ss”’ eo e">'ipi a-d in 

jw. ^ (1 , [, cap'' d Co„- s sse-c '"cn m-de o 

t-aeda - a^e- 

l-’- - a- 


It Will be seen from tabic it that the covered lesions showed 
considerable increase in the numbers of organisms between 
2 and 8 hours, followed bs a slower increase over the next 
14 hours, whereas there was sinuall> no increase in numbers 
in the uncov ered lesions cs cn after 24 hours Mncroscopicallj, 
the cos ered lesions show cd a purulent exudate after a few hours 
in contrast to the uncovered lesions, wluch formed a scab with 
scants exudate 

Effect of ronit;n Afarenal 

In Slew of the possibihtj that foreign material might 
influence the results, the effect of rubbing starch and french 
chalk into the lesions was investigated 

Six standard skin lesions were made and treated as indicated 
in table III The> were then covered with the lids of small 

TABLE III—COSIPARISON OF ORGANISSI COUNTS AND SUCROSCOPIC 
APPE.SRANCES IN LESIONS TREATED SSITH FOREIGN MATERIAL 


Lesion 


Appearance at 
2*1 hours 


(Organism 
count at 
21 hours 


Appearance 
at *111 hours 


1 Control Serous exudate 

2 Standard loopful of 

staphs Purulent exudate 

3 Standard loopful of ' 

staphs -- french chalk , , „ 

4 French chalk Dr> lesion 

5 Staphs —starch i Purulent exudate 

6 Starch ' Slight serous exudate 


0 Nocritliena 

19 10* Fr>thema-e 

17 10* 

0 ' Noerjthei-a 

13 r 10* I rithema — 
0 Noer)thema 


bijou bottles sshich were strapped on to the arm, keeping the 
lesions moist but avoiding the direct pressure inevitable with 
a cosenhp The lesions were left for 24 hours, after sshich thej 
were inspected and organism-counts were made 
The results show no apparent macroscopic difference 
between the lesions produced in this senes and those in which 
coscrslips had been used, although the rate of multiplication 
of organisms was slower with the bijou-cap method There 
was also no sigruficant difference between the lesions to which 
foreign material had been added and those which were 
uncontarmnated 

Infla»tmator\ Responses in Skin Lesions Infected by Staphiloeoeci 
Three skin lesions were made, one of sshich aaed as a control, 
while the other two were inoculated with a standard loopful 
of a 24-hour culture of Staph albns or Staph aureus (phage- 
type 3c'55/71) respertisels (table is) The lesions ssere then 
sealed with covershps, sshich were changed at intervals during 
the next 24 hours The cellular exudate on these covershps 
was stained bj methslene-blue and examined microscopicallv 
The state of the lesion was recorded after 24 hours 

The essential cynological difference between the infeacd and 
the control lesions was the increasing numbers of dcgcneriie 
polymorphonuclear leucocytes in the infected lesions, wh-reas 


TABLE IS—COSIPARISON OF Tint I FLASLSLATOPS RESPONSFS IN SUN 
LESIONS I'TECTED BS Staph o/'-WI AND Staph aurrai 


Ti"’C of 
8r"'h a t*’'' c** 

coNe tlini 

; 

C 

Control 

(un^-om 

It eJ> 


5-S hj-rs 

p-llj-T5 

Dcgr^era c 
r )— -r'-* 
i Ifa*^ 

S -w J 

- 

- - 

9-13 he. » 

P ’>— 

c 

X t 

S i 

- - - 

- - 

I3-2V b - 1 

P -‘'v 

Dei -if 

- 11 

S a-'' 

I 

. 

V» Cl 

i-* * A'* e 
• . t 

1 t 


S -ifx- 
w» e 

Ser"-„r- Pufule-t 

f- c*. ex-w» e 

di r t- “ 

< - --i IT e ) 

^ j - 

- —I a* 


1 • 

_ - -r “ » 


\ 
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Comparison of the control skin lesion, C, and lesions inoculated 
with five different types of Staph aureus 


in the control lesion mononuclear and histiocytic cells mcreased 
for 13 hours, when they dommated the picture Although 
phagocytosis of orgamsms by polymorphs was seen on all the 
covershps from the infected lesions most orgamsms were 
extracellular 


Dijferent Types of aureus and Thetr Inflammatory Responses 
Six standard skm lesions were made, five of these were 
moculated with the five different types of Staph aureus hsted 
m table i The lesions were then sealed with covershps which 
were changed at mtervals, as already described After 24 hours 
all the moculated lesions showed surroundmg erythema and 
y< ere covered with a purulent exudate, whereas the umnoculated 
lesion was not erythematous and showed only shght exudate 
(see figure) There was no essential difference between the 
lesions produced by the different types of orgamsms 

Organism Dose and Inflammatory Response 
Two sets of five standard lesions were made and moculated 
with dilutions of a 24-hour broth culture of Staph aureus 
(phage-type 3c/55/71) Four of the lesions of one of these sets 
were moculated with 100, 1000, 10,000, and 1,000,000 
orgamsms respecnvely, while the other set was seeded with 
240,120, 60, 30, and 15 orgamsms In each set the fifth lesion 
was moculated with broth as a control 
The results of the larger dose moculum are shown m table v 
There was httle difference between lesions 2, 3, and 4 although 
the exudate was mcreased shghtly wnth mcreasmg numbers of 
Orgamsms Lesion 5, however, by contrast showed a frankly 
purulent exudate, and it was mdurated and sore After removal 
of the covershps all these lesions dried up and were healed 
withm a week 

The results of the smaller dose moculum, shotvn m table VI, 
mdicate that as few as fifteen orgamsms are sufficient to cause 
a septic lesion, and they illustrate the rapidity with which the 
orgamsms can multiply 

The Staphylococcal Lesions 

In the course of these experiments, two of the three subjects 
eveloped skm lesions of some seventy on the moculated arm 
oon after moculanon one got a boil and a crop of small 
pustules m the hairy part of the arm and over the sites of a 
sellotape reaction, 5 weeks after his last moculation he developed 


table \ COMPARISON OF ORGAKISM-COUNTS AND AIACROSCOPIC 
^PEARANCES OF LESIONS TREATED WITH DIFFERENT DOSES OF 
Staph aureus 


Lesion 


Appearance at 24 hours 


i Orgarusm- 
I count at 
I 24 hours 


Vo exudate, no erinhema 
Seropurulent exudate erythema 5x5 run 
Se-opurulent escudate erithema 7x7 mm 
Seropurulent exudate erythema 7x7 mm 
Purulent exudate, erj-thema 15 x 15 mm 


I 0 
I 52x10* 

I 8 0x10* 

11 0x10* 
'210x10* 


a further boil m the same area The organisms from these 
lesions all belonged to phage-tj^e 3c/55/71 The other subject, 
who also had some boils on the arm immediately after mocula- 
tion, got a large boil on the thigh as well 2 w eeks after the last 
moculation of orgamsms This subject, who had never pre¬ 
viously been a nasal carrier of Staph aureus, was at that tune 
found to be carrymg phage-type 3c/55/71 m his nose The boil 
on his thigh resolved with local treatment, and the nasal 
carriage was cleared up with a cream contaimng chlorhexidine 
and neomycm (‘ Naseptm ’) But 2 weeks later a large abscess 
developed on the buttock, from which was agam grown phage- 
type 3c/55/71 Before this abscess appeared he had not been a 
permeal earner of Staph aureus 

Discussion 

Despite the extensive reports which have accumulated 
on the epidemiology of staphylococcal mfections, the 
factors which determme the development of septic lesions 
m any person remam largely unsolved Although chmeal 
evidence suggests that certam phage-types of staphylo¬ 
cocci are more virulent than others (Barber and Burston 
1955), and that passage through a septic lesion also 
enhances virulence (Beavan and Burry 1956), there is no 
direct experimental ewdence that different strams of 
Staph aureus differ in virulence Elek (1956) and Elek 
and Conen (1957) attempted to test the behaviour of 
staphylococci m man by injectmg them mtradermally 
They produced small septic lesions with 1-5 milhon 


TABLE VI—DETERMINATION OF THE SMALLEST INFECTING DOSE 


Organisms applied 

Organisms recovered 
at 24 hours 

Macroscopic 
appearances 
at 24 hours 

240 

18 5x10* S 


120 

10 5x10* ! 

Seropurulent 

60 

115x10* 

y exudate with 

30 

110 x 10 * ! 

erythema 

15 

6 1x10* J 

0 (broth onI>) 




orgamsms, but were unable to demonstrate any difference 
m the smallest pus-formmg dose between strams obtained 
from lesions or from healthy nasal carriers and epidemic 
strams 

Usmg a similar orgamsm dose we have shown that it is 
possible to demonstrate differences m skm reaction 
bettveen an uninfected lesion, one moculated wnth Staph 
aureus, and one moculated with Staph albus The Staph 
albus lesion was clearly infected m contrast to the control 
but the inflammatory reacnon was less than m the lesion 
infected by Staph aureus 

In a similar experiment four types of Staph aureus 
which had not been associated with mfecuons were com¬ 
pared with a stram (phage-type 3c/55/71) known to have 
caused several mfections It was not possible to differen¬ 
tiate between the macroscopic or microscopic features of 
these five lesions at the end of 24 hours all showed a 
similar purulent exudate with surroundmg er3Thema 
These results confirm those of Elek and Conen (1957), 
who also attempted to differentiate between lesions 
produced by orgamsms from carriers, and those from 
septic lesions, without success 

The multiphcauon of staphylococa m these standard 
infected lesions covered with covershps followed the 
expected pattern of growth, wath a lag phase followed by a 
phase of rapid multiphcation But m sirmlar experiments 
m which the lesions remamed uncovered after moculation, 
muluphcation was delayed for 8 hours It seems probable 
that keepmg the lesion moist was the significant factor 
smee the 24-hour count after a standard moculanon was 
similar whether the lesions were covered wath covershps. 
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or with small lids Mhich retained moisture mthout 
causing pressure on the lesion No endence was forth¬ 
coming that the applicauon of foreign matenal, such as 
french chalk or starch, uhich are used in glove pottders, 
influenced the muluplicauon of orgamsms or the 24 hours’ 
inflammatory response Superficial foreign material, 
however, cannot be compared with deep foreign bodies, 
such as sutures The experimental work of Elek and 
Conen (1957) has showm Aat sutures have a sigmficant 
effect in determining a chmeal lesion 

In all the imtial experiments in our study the orgamsm 
numbers in the inoculum were mostly of an order similar 
to those used by Elek (1956), and thus they bore little 
relauon to clinical reality In our dilution experiments, 
however, we found that as few as fifteen orgamsms could 
still produce significant sepsis in a standard skin lesion, 
and also that multiphcation of orgamsms was so rapid 
that the total organism count at 24 hours was not much 
different from those infected with larger mocula In so far 
as these experimental skin lesions simulated operation 
wounds, the results indicate that wound infection could 
also dev elop after imtial contarmnation with small numbers 
of organisms The sigmficance of this finding is enhanced 
by the observation of Foster (1960), who demonstrated 
the deposition of occasional staphylococa on an amfiaal 
operation site by a carrier using full aseptic techmque 
The unplanned subsequent septic lesions in two experi¬ 
mental subjects curtailed further experiments, but 
illustrated some additional aspeas of the behaviour of 
Srapfi aureus m the bodv The boils on the arms were 
not necessarily at the site of moculation but were always 
centred on hair folhcles These findings are in hne with 
clinical experience and vvitli the ex-penmental work of 
Bockhart (1887), who exased ex-penmcntally produced 
furuncles and showed histologically that the orgamsms 
had muluplied in hair follicles It may be of significance 
in this conneaion tliat of the three subjects of this experi¬ 
ment the one w ho escaped infection enurely w as a vv oman, 
and tlie one most severely affected was the most hirsute 
This subject, who later became a nasal carrier and 
developed abscesses on the thigh and buttock, illustrates 
the propensity of the Staph aurcus to spread all over the 
bodv from an initial infectiv'c site, and the importance of 
Separating such infected indivaduals from the neighbour¬ 
hood of umnfeacd hcahng wounds 
Summary 

\rufiaal skin lesions produced in man were inoculated 
with staphvlococa Organisms multiplied rapidly if the 
lesions w ere kept cov cred There w as a difference betw ecn 
the inflammatory response produced by Staphylococais 
alb IS and Stop! aurius, but no evidence that different 
tvqics of Staph aurius varied in their virulence 

The addiuon of superficial foreign matcnal did not 
affect the eventual lesion Multiplication of organisms 
with the production of a septic lesion could be produced 
bv as few as fifteen organisms 

The experiments had to be tcrmina.cd because of the 
dc clopment of Other septic lesions in two of the sub,cas 
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“ BURNING LIPS ” ASSOCIATED WITH 
(ESOPHAGEAL REFLUX 

Maurice Garretts 

M B Load , \l R C P 

SENIOR REGISTRAR, DEPARTWENn OF DERMATOLOGV, LMVtRSlTV 
COLLEGE HOSPITAL LOXDOS, W C 1 

Because of the unusual presentation, three cases in 
which oesophageal reflux was shown radiographically 
are reported 

Case-records 

Case 1 —A man, aged 60, cmploved in a wallpaper factory, 
complained that for the previous two vears he had been con¬ 
stantly troubled by a burning sensation of the tongue, lips, and 
inside of the mouth gcncrallv , this had been worse for the past 
mne months He had had colitis, but tin. last attack was five 
years ago He admitted that for many years he had ‘ brought 
up a lot of wmd ”, especially after meals He said that he could 
taste food long after a mtal had been taken, and that he had 
a foul taste m his mouth for most of the dav 

The lips appeared normal The whole of the buccal mucosa 
was reddened, but the reddening was less intense over the 
surface of the hard palate under the upper dental plate 

The patient was sure that his dentures had nothing to do 
with the condtuon since it had failed to improve vvhen he left 
them out for several weeks Patch tests, using denture materials, 
were negauve Hydrocortisone preparations applied locally lo 
the buccal mucosa, sedauves, and injections of ‘ Parcntroviie ’ 
had no effect on the condition He vv as not ana.mic Because he 
worked in a wallpaper factory, his unne was examined for 
excessive amounts of arsenic, which, however, were not found 
Despite the absence of pun in the chest or the abdomen, the 
acid taste in his mouth, together with eructations of copious 
wand, might have been due to a lesion of his ccsophagu' A 
barium swallow showed a sliding hiatus hernia There was free 
reflux Some coarsening of the mucosal folds, compatible 
with asophagius, was seen in the lower oesophagus No 
abnormality was demonstrated radiographically m the stomach 
or duodenum 

He was advised to sleep propped well up on pillows to reduce 
nocturnal reflux, and to take ' Nulacm ’ tablets regularlv, but, 
despite several months of medical treatment, the symptoms 
have persisted CEsophagoscopic examination is to be made, 
and, if necessary, the hiatus hernia will be treated surgicallv 

Cose 2.—A man, aged 52, complained of recurrent swellings 
of the lower hp, together with a burning sensation, and some¬ 
times blistering and superficial ulceration of the lower Iip for 
the past seven months He said he had a rrost “foul and 
disgusting ” taste in his mouth, particularly m the mornings 
For many years he often had to rise at night and wash out his 
mouth because of the “ dreadful acid taste ” 

No blistcnng was seen, but there was some sup-rfinal 
denudation, resembling aphilix, of the buccal surface of the 
lower hp Tlicrc was no erythema of the buccal mucosa, which 
was pcrfccrlv normal in all o her areas Leaving his denture, 
out for SIX weeks had no effect Tlicrc was no association with 
any particular food or drint Just before the onset o' the 
condition, he had fallen down stairs, and, afic- this iccidcrl, 
he had n pain in his neck Bccau e o^lhis pain, he was unabl- 
to tolerate his usual number of pilloas in b'd, and h-aJ 
developed ihc habit of I mg f u 

Ba-iura meal sho vcj that there wa no hiaiu' h' nia, bu 
with the patient in the T'c'^delcobu g pn ' on, barn.-’ sas 
-egurg ta’cd i"tO th' lo ver tt-opham. 

In this case the re 1 acqui ed ha*-! o sl-cging Pa "" v 
to h-vc been rcsponsib'e fo- tl - on e o'’th" ba-rirg s-n a mn 
and for li e «up"ficia' v-L-'a’ on c' lb' lo c- hp He • - 
aJ ivj tn raise th- bead c' b b-d on b'oe. s 
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mucosa She had nocturnal indigestion which was reheved by 
sittmg up in bed 

A banum meal elsewhere showed no abnormahty No 
amalgam was present m her teeth, and her dentures contamed 
no metal She was not anaemic 

A banum meal showed some regurgitation of barium mto 
the lower oesophagus when the patient was supme, but a 
defimte hiatus herma could not be demonstrated 

Discussion 

All the patients complained of burning sensations of the 
buccal mucosa, and, except for case 3, they were firee from 
any abdommal pam or mdigestion They all were shown 
to produce oesophageal reflux m the supme position 

While aphthosis affecting mucous membranes other 
than m the mouth must be regarded m a different hght, 
recurrent ulceration of the buccal mucosa, with painful 
erosions, might profitably be reviewed m the hght of this 
expenence It may be that these lesions, and perhaps 
those called “dyspeptic ulcers” of the mouth, may m fact 
be due to the action of gastnc secretions on the buccal 
mucosa 

Summary 

Three cases are reported m which the patients com- 
plamed of burnmg sensations of the tongue, bps, and 
buccal mucosa, and of an unpleasant taste m the mouth 
Two of them had patches of mucosal erosion, resembhng 
aphthous ulceration 

In all three, when supme, stomach contents were shown 
radiographically to be regurgitated One patient had a 
shdmg hiatus herma, but no such abnormahty was found 
m the others 

CEsophageal reflux is suggested as a possible cause of 
some so-called “ dyspeptic ulcers ” of the mouth 

I should like to thank Dr P J Hare and Prof R S Pilcher for 
^rmission to publish these cases, and I am most grateful to Dr K M 
Harvey for drawmg my attention to case 3 


THE TREATMENT OF 

DRUG-ADDICTION 

I M Frankau 

M D Lond 

Patricia M Stanwell 
MRC S 

In September, 1957, we began to treat three young 
patients who had become addicted to drugs at an early age 
^4 who had never made satisfactory adjustment to life 
They professed themselves anxious to be cured, but two 
had already been deprived of drugs for a short time while 
servmg a prison sentence for obtainmg drugs illegally, and 
both readily admitted that while m prison they thought 
mways of when they would be free and could go back to 
drugs 

We decided to withdraw the drugs as quickly as possible, 
to give mtensive psychiatric treatment while the patients 
were m the nursmg-home, and to follow this by fin din g 
them smtable employment m a new environment But 
ortunately we had underestimated the skill and tenacity 
of me drug pedlars and their assoaates 
Each of these patients left the nursmg-home without 
withdrawal symptoms, m a reasonable state of health, and 
to beep clear of drugs But withm a fortmght 
a three were takmg drugs agam, and were once more under 
e control of the pedlars The method of treatment 
which had proved successful m alcohohc patients—firstly 
ctoxicacion and the creation of a sense of wellbemg, and 


secondly mtensive psychotherapy and vitamm therapy— 
was evidently useless for these drug addicts It was 
obvious that before withdrawal there must be a pre limin ary 
period durmg which the patients were adequately pre¬ 
pared, both psychologically and physiologically, for 
complete withdrawal of the drugs of addiction 

If the patient was to make a successful effort to face 
hfe without drugs, espeaally when crises arise, there must 
be a strong enough mcentive to seek treatment, and 
suffiaent msight to reahse that personal difficulties are 
a major factor m the illness A negative attitude—e g, 
askmg for help because of difficulties with the authorities, 
or domestic or finanaal problems—was only effective 
for a comparatively short time It was also essential that 
the patient should reahse clearly that withdrawal of drugs 
alone would not free him from a recurrence of cravmg for 
the effects of the drug 

The Senes 

We have excluded from our later series patients from 
whom we did not obtam a hfe-history which could be 
verified, and also those who were addicted to barbiturates 
and tranquillisers The remammg fifty-one patients were 
treated between August, 1958, and March, 1960 The 
earher ones were referred to I M F from P M S’s 
general practice, most of the others were advised 
to seek treatment by patients aheady treated They fell 
mto 3 mam groups 
Group 1 

Nine patients, aged 28-47, for adequate medical reasons, had 
been given narcotic drugs—morphine, ‘ Omnopon ’, or 
pethidme—and had continued to obtam a supply of the drug, 
legally or illegally, after the ongmal need had passed All 
probably had a low threshold for pam and discomfort, and they 
had developed a low threshold for anxiety, detailed analyses 
revealed underlymg personahty difficulties None of these 
patients used diamorphme (herom) or cocame, and only one 
resorted to forgmg prescnptions m order to obtam pethidme 
Drugs were obtamed either wholly or partially from a medical 
practitioner, extra supphes being acquired illegally 
Group 2 

Six patients, aged 45-55, came from the higher soaal and 
econormc levels, and had relatively high mtellectual achieve¬ 
ments They had taken drugs ongmally “ m order to live irore 
fully ”, and three of them had lived reasonably useful lives for 
over 20 years after becommg addicted 

Those receivmg medical prescriptions for their entire supply 
of drugs were able to mamtam a reasonable social and econonuc 
level, but those buymg from pedlars to supplement supphes 
went steadily doivnhill and eventually were unable to provide 
regular food and adequate lodgmg The energy and concen¬ 
tration which should have been devoted to makmg a success of 
a profession or busmess were directed to the pursuit of drugs, 
which alone could give relaxation, a sense of security, and 
freedom from anxiety All six patients had taken both herom 
and cocame 
Group 3 

The largest group of thirty-six patients had many charac¬ 
teristics m common despite mdividual differences Their ages 
ranged from 18 to 32 >ears Behmd most were broken homes, 
unhappy parental relationships, lack of disaplme or (less often) 
too ngid disciplme, and either lack of security or over- 
mdulgence by one or both parents, which had resulted m 
mabihty to adapt to the normal hazards of life 

These patients were immature, madequate, and unstable, 
they had failed to dev elop normal relationships with family and 
friends, and lacked willpower or any form of self-disciplmc 
They had a low threshold for pam and discomfort, were unable 
to tolerate criticism, and equally unable to bear frustration 
They hved for the immediate gratification of their desire for 
drugs, and were totally wtthout concern for the welfare of 
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or With small hds which retained moisture without 
causing pressure on the lesion No evidence was forth¬ 
coming that the apphcation of foreign material, such as 
french chalk or starch, which are used in glove powders, 
mfluenced the multiphcauon of organisms or the 24 hours’ 
inflammatory response Superficial foreign material, 
however, cannot be compared with deep foreign bodies, 
such as sutures The experimental work of Elek and 
Conen (1957) has shown that sutures have a sigmficant 
effect m determimng a clinical lesion 
In all the imtial experiments m our study the organism 
numbers m the inoculum were mostly of an order similar 
to those used by Elek (1956), and thus they bore little 
relauon to clinical reality In our dilution experiments, 
however, we found that as few as fifteen orgamsms could 
sail produce significant sepsis in a standard skin lesion, 
and also that muluphcation of organisms was so rapid 
that the total organism count at 24 hours was not much 
different from those infected with larger inocula In so far 
as these experimental skin lesions simulated operauon 
wounds, the results indicate that wound infection could 
also develop after imaal contarmnation with small numbers 
of organisms The sigmficance of this finding is enhanced 
by the observaaon of Foster (I960), who demonstrated 
the deposition of occasional staphylococci on an artificial 
operation site by a carrier using full aseptic tcchmque 
The implanned subsequent sepuc lesions in two experi¬ 
mental subjects curtailed further experiments, but 
illustrated some additional aspects of the behaviour of 
Staph aureus in the body The boils on the arms were 
not necessarily at the site of inoculauon but were always 
centred on hair folhcles These findings are m line with 
climcal experience and with the experimental work of 
Bockhart (1887), who excised experimentally produced 
furuncles and showed histologically that the organisms 
had multiplied in hair follicles It may be of sigmficance 
in this connecDon that of the three subjects of this experi¬ 
ment the one who escaped infecuon enurely was a woman, 
and the one most severely affected was the most hirsute 
This subject, who later became a nasal carrier and 
developed abscesses on the thigh and buttock, illustrates 
the propensity of the Staph aureus to spread all over the 
body from an initial mfecave site, and the importance of 
separating such infected individuals from the neighbour¬ 
hood of uninfected healing wounds 
Summary 

Aruficial skin lesions produced in man were inoculated 
with staphylococci Organisms muluplied rapidly if the 
lesions were kept covered There was a difference between 
the inflammatory response produced by Staphylococcus 
albus and Staph aureus, but no evidence that different 
types of Staph aureus varied in their virulence 

The addiuon of superficial foreign material did not 
affect the eventual lesion Muluplicaaon of organisms 
with the production of a sepuc lesion could be produced 
by as few as fifteen orgamsms 

The experiments had to be terminated because of the 
development of other sepuc lesions in two of the subjects 
Our thanks are due to Dr E H Letchner who volunteered to take 
part in one experiment and to Prof Ronald Hare for helpful criticism 
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“ BURNING LIPS » ASSOCIATED WITH 
(ESOPHAGEAL REFLUX 

Maurice Garretts 

M B Lond , M R C P 

SENIOR REGISTRAR, DEPARTMENT OF DERMATOLOGY, UNIVERSITY 
COLLEGE HOSPITAL, LONDON, W C 1 

Because of the unusual presentation, three cases in 
which asophageal reflux was shown radiographically 
are reported 

Case-records 

Case 1 —A man, aged 60, employed m a wallpaper factory, 
complained that for the previous two years he had been con¬ 
stantly troubled by a burning sensation of the tongue, lips, and 
inside of the mouth generally, this had been worse for the past 
nmc months He had had colitis, but the last attack was five 
years ago He admitted that for many years he had “ brought 
up a lot of wmd ”, especially after meals He said that he could 
taste food long after a meal had been taken, and that he had 
a foul taste m his mouth for most of the day 
The lips appeared normal The whole of the buccal mucosa 
was reddened, but the reddening was less intense over the 
surface of the hard palate under the upper dental plate 
The pauent was sure that his dentures had nothing to do 
with the condition since it had failed to improve when he left 
them out for several w ceks Patch tests, using denmre materials, 
were negative Hydrocortisone preparations applied locally to 
the buccal mucosa, sedatives, and injectiotas of ‘ Parentrovite ’ 
had no effect on the condition He was not anaimic Because he 
worked in a wallpaper factory, his urine was examined for 
excessive amounts of arsenic, vvluch, however, were not found 
Despite the absence of pam m the chest or the abdomen, the 
acid taste m his mouth, together with eructauons of copious 
wind, might have been due to a lesion of his ccsophagus A 
barium swallow showed a shdmg hiatus hernia There was free 
reflux Some coarsening of the mucosal folds, compauble 
with oesophagitis, was seen in the lower oesophagus No 
abnormality was demonstrated radiographically m the stomach 
or duodenum 

He was advised to sleep propped well up on pillows to reduce 
nocturnal reflux, and to take ‘ Nulacm ’ tablets regularly, but, 
despite several months of medical treatment, the symptoms 
have persisted Qlsophagoscopic examinauon is to be made, 
and, if necessary, the hiatus herma will be treated surgically 

Case 2 —A man, aged 52, complamed of recurrent swellings 
of the lower lip, together with a burning sensauon, and some¬ 
times blistering and superficial ulceration of the lower lip for 
the past seven months He said he had a most “ foul and 
disgusung ” taste m his mouth, particularly m the mornings 
For many years he often had to rise at mght and wash out his 
mouth because of the “ dreadful acid taste ” 

No blistering was seen, but there was some superficial 
denudation, resembling aphtha:, of the buccal surface of the 
lower lip There was no erythema of the buccal mucosa, vvluch 
was perfectly normal m all other areas Leaving his dentures 
out for SIX weeks had no effect There was no association with 
any parucular food or drink Just before the onset of the 
condition, he had fallen down stairs, and, after this accident, 
he had a pain m his neck Because of tius pain, he was ^ 
to tolerate his usual number of pillows in bed, and had 
developed the habit of lying flat 

Barium meal showed that there was no hiatus hernia, but, 
with the patient m the Trendelenburg position, barium was 
regurgitated into the lower oesophagus 

In this case the newly acquired habit of sleeping flat seems 
to have been responsible for the onset of the burning sensation 
and for the superficial ulceration of the lower lip He wss 
advised to raise the head of his bed on blocks 

Case 3 — h. woman, aged 65, complained of a metallic taste 
m the mouth for the past six months She also complained a 
her tongue was sore, and that she was troubled by ^ 

the hps associated with small pamful erosions on the uc 
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mucosa. She had nocnimal mdigesnon which was reheved by 
sittmg up m bed 

A banum meal elsewhere showed no abnonnahty Ko 
amalgam was present m her teeth, and her dentures contained 
no metal She was not anaetmc 

A banum meal showed some regurgitation of banum mto 
the lower oesophagus when the patient was supme, but a 
defimte hiatus henna could not be demonstrated 

Discussion 

All the patients complained of burning sensations of the 
buccal mucosa, and, except for case 3, they were free from 
any abdominal pam or mdigesnon They all were shown 
to produce oesophageal reflux m the supme posinon 

While aphthosis aflFectmg mucous membranes other 
than m the mouth must be regarded m a difierent hght, 
recurrent ulceranon of the buccal mucosa, with painful 
erosions, rmght profitably be reviewed m the hght of this 
expenence It may be that these lesions, and perhaps 
those called “dyspepnc ulcers” of the mouth, may m fact 
be due to the acnon of gastnc secrenons on the buccal 
mucosa 

Summary 

Three cases are reported m which the panents com- 
plamed of faummg sensanons of the tongue, bps, and 
buccal mucosa, and of an unpleasant taste m the mouth 
Two of them had patches of mucosal erosion, resemblmg 
aphthous ulceranon 

In all three, when supme, stomach contents were shown 
radiographically to be regurgitated One panent had a 
shdmg hiatus herma, but no such abnormahtj was foimd 
m the others 

CEsophageal reflux is suggested as a possible cause of 
some so-called “ dyspepnc ulcers ” of the mouth. 

I should like to thank Dr P J Hare and Prof R S Pilcher for 
petiuission to publish these cases, and I am most grateful to Dr K A1 
Harvey for drawing my attention to case 3 


THE TREATMENT OF 
DRUG-ADDICTION 

I M Frankad 
AIJ 3 Load 

Patricia M Stanwell 
MRCS 

In September, 1957, we began to treat three young 
panents who had become addicted to drugs at an early age 
^d who had never made sansfactory adjustment to life 
^ey professed themselves anxious to be cured, but two 
had already been depnved of drugs for a short time whfle 
scrvmg a prison sentence for ob tainin g drugs illegally, and 
oth readily admitted that while m prison they thought 

^ways of when they would be free and could go back to 
drugs 

We deaded to withdraw the drugs as qmcUy as possible, 
to give mtensive psychiamc treatment while the panents 
were m the nursmg-home, and to follow this by findin g 
cm suitable employment m a new environment But 
ortunately we had underestimated the skill and tenacity 
of Ae drug pedlars and their assoaates 
“ch of these panents left the nursmg-home wnthout 
wthdrawal svmptoms, m a reasonable state of health, and 
etenmncd to keep clear of drugs But withm a fortnight 
three were takmg drugs agam, and w ere once more under 
k pedlars The method of treatment 

^nich had proved successful m alcohohc panents—firstly 
etosication and the creanon of a sense of wellbemg, and 


secondly mtensive psychotherapy' and vitamm therapy— 
was evidently useless for these drug addicts It was 
obvTOUs that before withdrawal there must be a pre limin ary 
period durmg which the panents were adequately pre¬ 
pared, both psychologically and physiologically, for 
complete withdrawal of the drugs of addicnon 

If the panent was to make a successful effort to face 
hfe without drugs, espeaally when cnses arise, there must 
be a strong enough mcennve to seek treatment, and 
sufficient insight to reahse that personal difficulnes are 
a major factor m the illness A negame atntude—eg, 
askmg for help because of diffi culties with the authonnes, 
or demesne or finanaal problems—was only effeenve 
for a comparanv ely short nme It was also essennal that 
the panent should reahse clearly that withdrawal of drugs 
alone would not free him from a recurrence of craving for 
the effects of the drug 

The Senes 

We have excluded from our later senes panents from 
whom we did not obtam a hfe-history which could he 
verified, and also those who were addicted to barbiturates 
and tranquiUisers The rem ainin g fiftv-one panents were 
treated between August, 1958, and March, 1960 The 
earher ones were referred to I M F from P M S’s 
general pracnce, most of the others were advised 
to seek treatment bv panents already treated They' fell 
mto 3 mam groups 
Group 1 

Nme panents, aged 28-47, for adequate medical reasons, had 
been given narcotic drugs—^morphme, ‘ Omnopon ’, or 
pedudme—and had contmued to obtain a supplv of the drug, 
legally or illegally, after the ongmal need had passed All 
probably had a low threshold for pam and discomfort, and they 
had developed a low threshold for anxieu, detailed analyses 
revealed underlvmg personahty difficulties None of these 
panents used diamorphme (herom) or cocame, and onlv one 
resoned to forgmg presenpnons m order to obtam pethidme 
Drugs were obtamed either wholly or pamallv from a medical 
praennoner, extra supplies being acquired illegally 
Group 2 

Six panents, aged 45-55, came from the higher soaal and 
economic levels, and had relanvely high mtellectual achieve¬ 
ments They had taken drugs ongmally “ m order to hv e more 
fully ”, and three of them had hv ed reasonablv useful hv es for 
over 20 years after becommg addicted 

Those receivmg medical presenpnons for theu: enure supply 
of drugs were able to mamtam a reasonable social and economic 
level, but those buymg from pedlars to supplement supplies 
went steadilv downhill and ev entually w ere unable to pmsade 
regular food and adequate lodgmg The energv and concen- 
tranon which should hav e been dev oted to makmg a success of 
a profession or busmess w ere directed to the pursuit of drugs, 
which alone could give relaxanon, a sense of secuntv, and 
freedom from anxiety AH six panents had taken both herom 
and cocame 
Group 3 

The largest group of thirtv-six panents had manv charac- 
tensnes m common despite mdivadual differences Their ages 
ranged from 18 to 32 years Behmd most were broken homes, 
unhappv parental relanonships, lack of disciplme or (less often) 
too ngid disaplmc, and either lack of secuntv or over- 
mdulgence bv one or both parents, which had resulted m 
mabihty to adapt to the normal hazards of life 

These panents were immature, madequate, and unstable, 
thev had faded to dev elop normal relanonships wath family and 
friends, and lacked willpower or anv form of self-disaplmc 
Thev had a low threshold for pam and discomfort, w ere unable 
to tolerate cnncism, and equallv unable to bear frustranon 
They hved for the immediate granficauon of their desire for 
drugs, and were totallv wathout concern for the welfare of 
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others Any crisis or difficulty was followed by urgent demands 
for an increased supply of drugs 

They avoided responsibility, lacked normal healthy interests 
and ambitions, and generally failed to keep a job for any length 
of time With the mcreasing loss of power to control the need 
for frequent intravenous injections they became more unstable 
and more anxious, and consequently mcreasmgly dependent 
on drugs for relief of tension Some seemed capable of 
maintaining reasonable ethical and moral standards apart from 
anything connected with the drug About things even remotely 
concerned with their drugs they w ere untrutliful and unreliable, 
making less and less effort to appear plausible 

Among themselves they had a rigid code They would not 
inform about associates from whom they borrowed or bought 
drugs, or to whom they lent or sold They were incapable of 
reasonable ethical judgment about the activities of the pedlars, 
especially those who were also drug-addicts On the contrary 
there was grudgmg adiruration for their ability, and a pecuhar 
snobbishness about the fact that social disunctions vamshed in 
the common pursuit of drugs 

They were completely self-centred and selfish, and showed 
little emotion except over their own problems While assured 
of what they regarded as an adequate supply of drugs— 
which they considered they had a right to demand—their 
behaviour and capacity for an average day’s work often 
appeared more or less normal, but if this supply was not forth- 
commg they were overwhelmed by the need to obtam it 
immediately and at any cost, resortmg to forgmg prescriptions 
or other crimes 

The actual drugs taken are important in detemumng the 
patients’ behaviour The few who were satisfied to take 
morphine or omnopon without cocamc were able to lead 
comparauvcl> useful hves unless they became mvolved m 
sellmg drugs to pedlars or other addicts Most took both 
heroin and cocame, and although cutting down the amount of 
cocame produced no withdrawal symptoms any suggestion of 
reduemg the dose was met by resistance and even violent 
reactions Fantasuc stones were offered in efforts to obtam 
extra cocaine, but the most common pretexts were “ accidents ” 
which happened while they were preparmg tlie cocaine for 
injection They also pleaded that if only the cocame could be 
mcrcased, then they would find it easier to cut down on the 
herom 

In SIX of this group of thirty-six addirts detailed histones and 
psychiatric treatment revealed sigmficant differences Each 
had a good cultural, social, and economic background, and only 
one had a history of a broken home and lack of normal parental 
disciplme and security Two were musicians, one a writer, the 
fourffi had many friends who were musicians, and the other two 
were Americans who had become drug addicts here and m 
Pans, and who were anxious to return to America 

Treatment 

In the early stages of treatment, before withdrawal was 
startedjtbe patients were seenml M F’s consulting-room 
For the actual withdrawal they went into private nursing- 
homes The treatment was divided mto two phases 
Phase I 

While the pauent was bemg stabihsed on his drugs, 
freed from dependence on pedlars, and helped to acquire 
self-respect and self-confidence, treatment was mainly 
psychotherapeutic 

A major difficulty m the early stages of treatment was the 
mabihty of any patient to be absolutely truthful It was 
obvious that all of them were supplemenung their legitimate 
supplies from the black market, and at first it was difficult for 
them to realise that adequate supplies could be obtamed 
legitimately We made it clear to them that, while the ultimate 
aim was to free them from need for the drug, we were not 
prepared to go on writing prescripuons for drugs indefimtely, 
but they would be given a supply of drugs while they were 
being stabilised and freed from black-market activities, both 
financially and morally 


A minor difficulty during this penod was their mability to say 
simply that they had overstepped the usual amount Instead 
they either augmented their supplies from the black market, or 
produced plausible stones of accidents or losses Eventually 
they reahsed that it was better to state bluntly that too much 
had been used Extra supplies w ere prescribed to prevent them 
rcturmng to the black market, which would involve them in 
financial difficulues, and (which is even more important) would 
mean a return to the degradation and humihaaon of contacting 
tlie pedlars It uas also made very clear that borrowing and 
lending would not meet with approval, but sellmg of drugs 
would be disastrous 

Many of these patients were malnourished, especially those 
in the tlurd group In addiuon they w ere abnormally dependent 
on barbiturates, especially pentobarbitone (‘Nembutal’) 
Vitamm therapy was useful m treatmg the malnutrition, and 
the problem of the barbiturates was dealt with by substituting 
‘ Mylomide ’ (a combination of amylobarbitone and bemegnde) 
and reduemg the amount before the withdrawal treatment 

The formation of abscesses after careless injection was an 
ever-present trouble, and frequently necessitated surgical 
intervention 

During this phase of treatment the patients acquired 
enough insight into their condition to be able to cooperate, 
and they also acquired confidence 
Phase II 

During the period immediately before withdrawal 
treatment, chlorpromazine (‘ Largactil ’) or perphenazme 
(‘ Fentazm ’) was given to control anxiety and tension, 
and promethazme (‘Phenergan’) to potenhate the seda¬ 
tives which were necessary to promote restful sleep 
When the patient was m reasonably good physic^ 
condition, and for 10 days before withdrawal, concentrated 
vitatiun (‘ Parentrovite ’) and amiphenazole (‘ Daptazole ’) 
injections were given at regular intervals 

The drug was withdrawn os rapidly as possible, depending 
on the severity of the withdrawal symptoms The panents 
were assured that they would not be allowed to suffer severe 
symptoms, and this promise was strictly kept This was 
important, because if they relapsed they would not be afraid 
to rcrum for further treatment No two patients reaaed m 
exactly the same way, but all were restless, had some pam m 
the legs and back, and complamed of weakness 

As the dosage of each drug, mcludmg the barbiturates, was 
cut down, an effort was made not only to decrease the amount 
of heroin, morphme, or cocamc, but also to reduce the frequency 
of mjecuons and to substitute intramuscular for intravenous 
mjecuons These efforts met with varymg degrees of success, 
especially when the ritual of the intravenous mjecuon ivas 
threatened 

By frequently substituting one pill of herom gr for one 
of heroin gr '/oi su'd by very gradual reduction of the amount 
of cocaine, it was possible to decrease the dose considerably 
without the patient’s knowledge and without any psychological 
protest Irwas essential meanwhile to see the patient daily, and 
to guard agamst any symptoms of withdrawal, however slight 
Amiphenazole given during this period was undoubtedly 
helpful Most addicts objected to adding the amiphenazole to 
their injection of drugs because it interfered with the subjecuve 
effects, but they all appeared perfectly willing to take it as 
tablets or separately as an injecuon 

Generally it proved expedient to cut the dose of heroin and 
morphme rapidly, and to give 4-hourly amiphenazole mjecuons 
dunng the day Cocame was cut more slowly Perphenazme 
mjecuons were given to control the anxiety and restlessness 
which were especially troublesome m the evenmg Vitanun 
therapy was further mcreased durmg the actual withdrawal 
period and parentrovite was given twice daily Fruit jmee, 
carbohydrate drinks, and milk were given throughout 
Kesults 

With one or two exceptions all these drug-addicts are 
still under observation Each patient differed m response 
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to the withdrawal of herouij morphine, and cocame 
Many were more resistant to the reduction of cocame 
than to reduction of herom or morphme The results m 
each group are 
Group 1 

All nine panents are now mdependent of drugs 
Group 2 

Three panents are completelj free from dependence on 
drugs, two are takmg small doses of morphme and are under 
control, and the sixth is moderately controlled but still takes 
moiphme and cocame and contmues to deteriorate slowly 
Group 3 

Among this group were six addicts who proied resistant to 
treatment Four were psychonc, one was of very low mteUi- 
gence and mcapable of acquirmg anj msight mto her condinon, 
and the smh was preoccupied with keepmg m close touch with 
other addicts and supplymg them, when need arose, with small 
amounts of herom or cocame at vast cost 

Three other panents are not under sansfactory control, one 
borrows and lends drugs at mtervals, and the other two almost 
certamly sell and then report that they have had an 
“ acadent ” 

Seven panents’ drugs are slowly bemg cut down, and they 
mtend to stop them ennrely 

Twenty panents ha\ e been freed from dependence on drugs 
Four of them who relapsed when faced wnth major difBculnes 
or disaster reported back almost immediately and asked to be 
cleared agam 

In a few of the earher cases mild convulsions and spasm 
of the neck and jaw muscles proved troublesome dunng 
the withdrawal phase, but prehmmary reduction of the 
barbiturates and the other premedication almost completely 
elinunated this comphcauon Visual hallucmations also 
were less frequent after premedicanon 

Two or three panents experienced a short pamc reac¬ 
tion when they reahsed that the herom or morphme 
had been completely stopped Later they were wiUmg to 
discuss plans for the future, and to accept that they must 
cooperate m protectmg themselves from the acnvines 
of the pedlars, their associates, and also their own friends 

They reahsed that they must either avoid condmons of 
stress and danger or, if this were impossible, exercise 
consaous discrenon and aim ultimately at makmg a fresh 
start m a new environment 

Convalescence was sometimes difftcult to arrange except 
for private panents, because we were unable to find any 
convalescent home which would accept drug-addicts 
Those who were able and willin g to get away from their 
old assoaates and surroundmgs found it easier to adjust 
to life, and to remam without drugs They developed a 
sense of wellbemg, put on weight, and were able either 
to undertake hght work or, m most cases, to return to 
normal employment withm a comparanvely short time 


Discussion 

Any psychiatric therapy which offers constructive help 
to the addict must be based on understandmg of the whole 
mdividual personahty, and adjusted to mdividual needs 
It IS therefore important to study the development of the 
personahty, the hereditary and consmutional factors, and 
me reacnon to the environment Such success as we have 
achieved is largely due to treatmg each pauent as an 
indivadual, and not as one of a group Analysis of the 
reacnons and the dymarmc factors mv olv ed helped 
mem to understand themselves, their difficulues, and their 
pattern of behaviour m life situauons The aim of treat¬ 
ment was to enable them to achieve the abihty to deal 
ttith anxienes, to understand and accept their luiutations. 


and to tolerate emotions which nse from frustration 
Insight is not enough They must try' to control and 
strengthen personahty weaknesses, for security' must be 
based on self-rehance combmed with the abihty to 
become an mtegrated member of soaety' 

All the patients who have been cleared of dependence 
on drugs, or who are under treatment, reahsed that drug 
addiction had become the only important thmg m life, 
and that the ongmal reason for takmg herom and cocame 
had become less important than the ritual of each mtra- 
venous mjecnon Not one of them was a normal well- 
balanced personahty, all had had sy'mptoms of anxiety 
and lacked self-confidence, but on the surface they' 
appeared to be leadmg reasonably normal fives Those 
who had to obtam or supplement then: supplies from the 
regular pedlars bitterly resented the degradation of bemg 
dependent on them, and also begrudged their excessive 
charges for a few pills or a few grams of powder 

The mcentive to be free from drug addiction was strong 
and the patients cooperated well, espeaaUy after it had 
become clear that they could be freed from the pedlars 
and other black-market activities They later came to 
appreaate the factors which had been responsible for 
their condition, and how rapidly they were approachmg 
the pomt of no return All reahsed that it was impossible 
to contemplate controlled addiction, and even the 
musicians accepted the possibility of livmg and workmg 
without the help of drugs 

As a result of our mterference with the activities of the 
black market we are now able to treat our patients with 
more hope of success, espeaaUy smce one and then 
another of the best-known figures m the black market have 
become our patients because the market has died away 

Summary 

Fifty-one drug-addicts, treated between August, 1958, 
and March, 1960, feU mto 3 groups 

1 Nme panents who were originally pven morphine, 
herom, or pethidme for adequate medical reasons had con- 
tmued to obtam supphes of the drug All are now clear of 
dependence on drugs 

2 The oldest group of six panents came from a higher social 
and cultural level Three are now clear of dependence on 
drugs, two are still takmg small doses, but they are under 
control and mtend ultimately to stop, and the sixth is under 
moderate control but seems hkely to detenorate slowly 

3 Of the largest group of thirty-six panents, aged 18-32 
years, twenty have been cleared of dependence on drugs, ten 
are snll under treatment, and six have proved resistant to 
treatment 


" The abihty to provade the kmd of setnng in which those 
who are mentally ill or emononally disturbed can snll funcnon 
to the best of their abihnes, without the sngma that tradmonaUj 
attaches to the word ‘ mad ’ is an important challenge to the 
contemporary mdustnal society of the Soviet or American 
type The mam contnbunon the Sovaets have made, hes, 
probably, in their concepts of not condemmng psychonc 
panents to the idle, demorahzmg, de-soaahzing, untherapeunc 
and wasteful life of the chrome panent in the large mental 
hospital Concomitant with this approach is the bnngmg of 
psychiatric care mto the commumty, even into the panent’s 
home if necessary, and the hnkmg of this treatment wath the 
general network of medical facihnes maintained under a system 
of socialized methane By contrast, it may be that their con¬ 
tnbunon to the treatment of the neuroses is hampered both 
by the coUeenvasne nature of thar soaal order and philosophv, 
and the dogmanc intolerance of schools that do not fit their 
theorencal and ideological commitments ”— Marx G Field, 
PH D , Soaal Problems, 1960, 7, 277 
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ROYAL SOCIETY OF TROPICAL MEDICINE 
AND HYGIENE 

At a meeung m London on Dec 8, Sir William 
MacArthur, the president, on behalf of the American 
Society of Tropical Medicine and Hygiene presented the 
Walter Reed medal to Sir Gordon Covcll 

Hookworm Diseise and Anaemia 

Dr E van Oye (Belgium), m a paper read in his absence 
by Dr L G Goodwin, drew attention to the high incidence 
of hookworm infection among inhabitants of the Belgian Congo 
and Ruanda-Urundi and the high degree of morbidity 
ascribed to the infection Bephenium (‘ Alcopar ’, Burroughs 
Wellcome) had been found to be effective, non-toxic, and easy 
to admmister without previous preparation The drug was, 
therefore, verv suitable for mass treatment 

Dr G J Stott had carried out an investigation in 
Mauriuus, on behalf of the World Health Organisation, 
following a preliminary survey there by Prof A W Woodruff 
Dr Stott had found that hookworm infection w ith hypochromic 
microcytic ana.mia was very common Such infection had 
been present in 88 '’,, of 284 anscmic patients, and the ana.mn 
responded well to iron therapy, significant improvement being 
obtained with as little as 6 mg of iron per da> even without 
prior anthelminthic treatment The national diet provided 
only 10 2 mg of icon per held per day, and among certain 
groups the amount was as low as 6 mg The diet was in fact 
so low in iron that even moderate hookworm loads could cause 
sufficient blood-loss to precipitate anxmia Enrichment of the 
nauonal diet with iron was likely to prove the most effective 
single public-health measure against anxmia in Mauritius 

Dr Henry Foy and Dr Athena Kondi reported that the 
use of radioactive iron and chromium had established that 
intestinal blood-loss from infections with 1000-3000 hook¬ 
worms ranged from 50 to 200 ml per day Lack of correlation 
between the worm load and the presence of ana.mia could 
usually be explained by recent administration either of iron 
or of vermifuges Intestinal blood-loss could be reduced to nil 
by removing the worms, but unless iron therapy was also givtn 
no improvement in the htcmatological picture would result 
because worming did not replace depleted iron stores Paren- 
terally administered iron had never been required in their 
series, and gastromtcstinal upsets from oral iron had been rare 
Blood-transfusion had seldom been required In some the 
htemoglobin could not be raised above 12 g per 100 ml, and 
in such cases some other intercurrent infection was usually 
present Dr Foy emphasised the value of periodic vermifuges, 
m addiuon to iron treatment 

Prof A W Woodruff, opening the discussion, made three 
points The first concerned the importance of work on 
ansemias in the tropics This importance derived from their 
extraordinary prevalence, from the clearer idea of their causa¬ 
tion on a public-health scale now that malaria was eradicated 
from so many regions, and from the coming of the World 
Health Organisation which had provided a stimulus to acquire 
knowledge on which could be based schemes for elimination of 
ansmia His second point concerned the necessity to take into 
account the time which might be required for hookworm 
infection to deplete body stores of iron Until these were 
depleted, patients might have heavy hookworm infections with¬ 
out anaimia Tins had to be noted when considering correla¬ 
tions between hookworm infection and anasmia Thirdly, it was 
important to remember that in the tropics anaimias often had a 
complex etiology Patients were commonly infected with 
several parasites and might also suffer from liver damage and 
malnutrition 

Dr O D Standen drew attention to the resurgence of 
interest in hookworm infections, partly owing to the mtro- 
duction of bephemum as a vermifuge 


Sir Selwyn Selwyn-Clarke doubted the value of dietary 
fortification with iron so long as pauents were being reinfected 
with hookworms He emphasised the importance of raising the 
general standard of hygiene 

Sir George McRobert, however, argued that, though 
latrines could be provided, it was m many places a time- 
consuming task to educate the populauon to use them, and, 
so far as amimia was concerned, more good could be brought 
about by admmistrauon of iron costing a few pence than by 
costly sanitary schemes 

Prof George Macdonald supported the view that supple¬ 
mentation of the dietary iron was an essenual means of 
cradicatmg iron-deficiency antcmia, and he emphasised that 
critical analysis still left doubts concermng the causal relation¬ 
ship between hookworm mfecuon and anxmia The connection 
might well be there, but it had not yet been proved, and other 
causes of iron deficiency and of anxmia had to be carefully 
considered 

HEBERDEN SOCIETY 

The society met m London on Dec 2 and 3 

In a Heberden oration Dr Joseph J Bunim (Bethesda) 
described 40 cases of Sjogren’s syndrome All but 1 were 
jn women, with a mean age of 50 years The diagnosis 
was based on dryness of the eyes, nose, mouth, or throat 
and on keratoconjunciuvms sicca, xerostomia, and 
rheumatoid arthnus, at least two of these three condmons 
being present in all cases 21 of the 40 pauents gave a 
history of previous drug sensitivity The serum-albumin 
was reduced, and the serum-globuhn was raised above 
3 5 mg per 100 ml , this increase was particularly of the 
J fracuon, which on analytical ultracentnfugation proved 
to be the 7S type, and the amount of this fracuon was 
raised in most patients with the keratoconjuncuvitis sicca 
complex alone The test for the rheumatoid factor using 
bentamite flocculation on whole serum was posmve m all 
cases, and using the sensiused-sheep-cell aggluunauon test 
on the euglobulin fracuon it was positive m 83% of cases 
Anti-nuclear factor was found in 77% of sera, it was present 
in all cases with myopathy, all cases with keratoconjunc¬ 
tivitis sicca and xerostomia alone, and 60% of cases of 
rheumatoid arthnus and keratoconjuncuvius sicca, but 
in only 13% of a control group of rheumatoid artlirius 
without keratoconjunctivitis sicca L E cells were found 
in only 3, and these were all cases of rheumatoid arthnus 
A high prevalence of complement-fixing antibodies with 
liver homogenate was found, parucularly in the cases of 
pure keratoconjunctivitis sicca As the histological 
changes in Hashimoto’s disease closely resemble those 
in Sjogren’s syndrome, examinauon for thyroid disease 
was earned out By the tanned-red-cell technique, 
thyroglobulin anubodies were detected in 11 of the cases 
In only 5 was there evidence of thyroid disease, and m 
2 of these section of the gland showed changes consistent 
with Hashimoto’s thyroiditis Of eleven pauents’ families 
studied, eight had 2 or more members with thyroglobuhn 
anubodies, whereas of six control families only one 
exhibited this feature 

Dr Bunim concluded that, like systemic lupus 
erythematosus and rheumatoid arthnus, Sjogren’s syn¬ 
drome was a mulu-system disease, and the high pre¬ 
valence of circulaung antibodies to various tissue 
components in Sjogren’s without rheumatoid arthnus 
was reminiscent of systemic lupus erythematosus The 
pathogemc implicauons of these anubodies was obscure 

Sacroiliac Joints in Juveniles 
Dr Mary Carter (Canadian Red Cross Memorial Hospital, 
Taplow) said that dissection of four normal sacroiliac joints 
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!roin children had showTi broad, smooth, 'acral cartilage and 
thinner, irregular ihac cartilage with radial “ sphts ” bounding 
a narrow jomt space wmch via' deeper in the anterior part of 
the joint the most posterior part bemg largelv filled with 
no'ou' tis'ue In the case of a child veiih rneumatoid arthritis 
r no had died at the age of vears and m whom X-rav eiamm- 
anon had shown a doubtfulh abnormal sacroihac jomt camla- 
ginous fu'ion of this right jomt was found vnthout anv sign 
of inflammatorv nssue This might hav e resulted from the 
mechamcal factor of severe hip disease or previous prolonged 
iiamobili'anon In the case of a 20-Tear-old patient with 
rheumatoid arthritis, whose pelvic X-rav was normal post¬ 
mortem exammanon showed changes in noth 'acroihac joints 
wim destruction of ihac cartilage and mvasion of bonv spaces 
vnth granulation tissue containmgpla'ma cells and Ivmpnocvrtes 

Still’s Disease 

Dr BarbaraAnsell andFrof E G L Bywaters (Taplow) 
hadm Januarv, 1959, begun to review 264 cases which had been 
referred as Still’s disease Hitherto 43 had been classed as 
probable Snll s disease In the foUow-up period a defimte 
diagnosis ha' been made m 20 psoriasis (21 ulcerauve 
cohns (2), further features of clas'ical Snll s di'ea'e (5), 
anhvlo'mg spondvhtis (2), rneumanc fever (2) o'teochondntis 
'2), sv'temic lupus ervihematosus (1), dermatomv o'lns (1) 
Ravmaud’s svmdrome (1), mfecnous arthnns (1) scleroderma 
(1) The remainmg 23 cases fell mto three mam groups 
G) tho'e with svstemic manifestations resembhng Still’s 
disease m which rheumatoid arthnns was shght and jomt 
residua were ab'ent (f>) those wath transient polvarthnns wath 
'hght residua, and (c) those wath less than four jomt' mv olv ed m 
wmch residua w ere common and which rmght represent a mild 
form of the disease 

Intervertebral-disc Degeneration 

Dr J S Lawrence (Manchester) and Dr Joan Breasnes 
(Leeds) had found m populanon samples m Leigh and 
VTenslevdale that cerv ical-disc degenemnon was uncommon 
below the age of 25, but the prev alence rose 'teadilv wath age, 
and such degenerauon was more common and sev ere m males 
of all age-groups The maximum frequencv wa' at c5 The 
do-'al region was the mo't usual site of degeneranon, and here 
It tended to occur earher and more severelv m females than 
m males wath d7 most commonlv mv olv ed in female' and d8 
m males The lumbar spme was not X-rav ed below the age 
of 35, and bv then disc degeneranon was found m 35® , of males, 
with l 3 most co mm only mvolved, as m the cervical region, 
mvolvement was more common and more severe m males 
There was a significant relanonship between cervacal-disc 
degeneranon and neck, shoulder, and brachial pam, the a'socia- 
non bemg greater m females and under the age of 45 In males 
lumbar-disc degeneranon correlated well wath mcapacitv and 
wim back hip, and scianc pam Difierences were nonced 
between urban and rural populanons m that the disease was 
tao-e evenly distributed betvyeen the sexes m the rural area 
Md m this area the changes m the lumbar region were ea'her 
in onset 

Ten-vear FoIIow-up of Rheumatoid Arthritis 

Professor Bywaters, Dr M Curwen, Dr E Dresn-er, 
?if ^ ^ Dixon (Hammer'tmth Ho'piial) had 

followed up 250 cases of rheumatoid arthnns first seen between 
1939 and 1048, 125 of them wnthm one year after the on'et 
As m other senes females predommated, and the mean age 
of On'et was about 45 At the ten-vear follow-up, 78 of the 250 
panents were dead, 76 were m the top two funcnoual grades, 
^d 96 were m the lower three funcnonal grades Further 
follow-up mformauon revealed that 131 were now dead It 
appeared that m panents who were gomg to die death was 
P'eceded bv reducuon of funcnonal capacity which was not 
neces'anlv from a cau'c associated with the rheumatoid 
nrthntis—e g , it might anse from co-onan, ihrombo'is The 
0 c*ull mortahty was greater than tlie expeaed lounger 
F-nents did better than older, as did males and al'o tho'e with 
asvmmetncal mv oh ement and few er jomts mv oh ed A negauv e 


differential agglunnanon test (D -y-T ) at follow-up was a good 
prognosne feature, and females wnth a neganv e D A t did better 
than females wnth a posmve d o.t The diagnosis of psonasis 
also seemed to be a'soaated with a better prognosis Death 
when It occurred was verv rarelv due to specific compheanons 
of the disease but tended to occur from usual causes before 
the expected age 


Renews of Books 


Clinical Gastroenterologv 

F Aver' Jones md , ej c v , phvsiaan, J W P Gt7M.\iER, 
M s , F ? c s surgeon. Central Mmolesex Hosp tal Oxford 
Blackwell Scientific Publicauons 1060 Fp 652 70' 

The appearance of a new book bv authors disnngui'hed m 
their subject is always important ann exanng Will thev 
present their expenence m a wav mtended to provoke argu¬ 
ment, control ersv, and thought or more factuallvo Tho'e 
who expect here a treatise m the first categorv have mistaken 
the imphcanon of the title—the emphasis is “ clmical ’—for 
this IS a work wntien wnthm the tradition of the Bnnsh text¬ 
book. Each subject is mtroduced with a list of po"ibihties 
either m the pathological or diagnostic sense and followed 
bv amplification m the maner of symptoms, signs, and manage¬ 
ment m sections devoted to the alternatives There are 
exceptions to this general plan, it is mapphcable to the chapters 
on monlrtv and on torsion and volvulus, it is avoided when 
trauma is con'idered Half the space of the first dozen pages 
IS ab'orbed bv hsts Tho'e wno complam that this is tire¬ 
some readmg 'hould reflect mat it is hard to make works of 
reference readable—and this is a work of reference despite its 
deceptive size m which there is freouent allusion to a highlv 
selected bfbhographv Furthermore, it is not m anv other 
wav hard to digest, for the text i' wnnen with admirable 
clantv, though the tvpe does seem a bit small 
What IS lost m perxonahtv is gamed m orthoaoxv, the reader 
knows that he is treading the nght path, that armed with 
this knowledge he will not go far wrong The book is therefore 
appropriate for the postgraduate student rather than the 
expert A work, avowedlv, of mstruction rather than inspir¬ 
ation, it IS welcome becau'e it fills an imponant gap, and 
valuable because of the mdustrv of its authors m cov ermg the 
whole of gastroenterology (with the excepaon of proctology) as 
seen m the average chme. 

ITie Femoral Xeck Function, Fracture Mechanism, and 
Intemal Fixation 

Victor H Fkaxreu mji , as'oaate professor of orthopEdic 
'urgerv, Univ ersity ofLpps^a Stockholm Almqvi': &. Wiksell 
1960 Fp 120 Sw kr 32 

When Smiih-Peter'en, m 1931, described the treatment of 
hip fractures bv the msemon of a three-flanged nail, it seemed 
that a solunon had been found for what had often been called 
‘ the unsolved fracture Lnfortunatelv recent figures show 
that, even in the best hand' some 20®o of femoral-neck frac- 
mxes 'o treated do not umte, and that aseptic necrosis super¬ 
venes m about the same proportion of those which do 

This monograph ates some of these figures and recounts 
bneflv the historv of the nailing operation before Smith- 
Petersen (v on Langenbeck first nailed a hip in 1878 and Lister 
did 'o soon after) Then follows a hst of some fifty dences 
produced during the pas' thirtv v ears each of which has been 
claimed as an improvement on the apphance used bv the 
Boston team The author s own wo'k has mvolved a stuav of 
the mechamsms of femoral-neck fractures, and of the circum¬ 
stances under which devaces for mtemal fiixanon fail, bv the 
use of Stres'coat ’ and strain-gauge techmques Xone of the 
apphances exammed were found ideal in form o- substance, 
and as the author points out, even if one were contrived it 
could not be placed in the best line for securing the fracture, 
smee this line changes wnth movements and muscle 
contractions 

Much of this attracnvelv p-oduced book presuppo'es a con- 
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siderable knowledge of mechanics, but it indicates, even to the 
least mechanically minded, some of the problems which still 
beset the management of these injuries 

A Synopsis of Public Health and Social Medicine 

A J Lsse\-Cater, mbcs, dch, dph, di(;,ikai, 
administrate c medical officer ol health, Cit> of Birmingham 
Bristol John Wright 19b0 Pp 57b 55t 

In a foreword to this volume in the well-known senes of 
svnopses, designed to meet the requirements of undergraduate 
and postgraduate medical students, nurses and others, Prof 
J AI Mackintosh recalls that in the past twenty scars develop¬ 
ments in social medicine, health education of the public, and 
mental health hate broadened the scope of preventive medicine 
to an unprecedented degree Much of the te\t is devoted to a 
description of the epidemiolog) of infectious and non-infectious 
diseases Other sections deal with the histors of public health 
the organisation of the National Health Sersice medical 
statistics, occupational health, ensironmental hsgiene, the care 
of mothers and young children, the school health sersice and 
mental health The book ends ssith a chapter including notes 
on heredits, the atomic age, and the disposal of the dead There 
arc some minor errors, and it has not been possible to include 
some of the most recent legislation, reports, and statistics, but 
ssith these reservations the volume can be recommended as a 
useful summars of public health and social medicine 

The Evercise Book of Dr Christobcl Mendez 

Translated b> hRANClsco Guerra Editor Frederick G 
Kilgour Baltimore Waserlej Press 1960 Pp 122 '10 

“ Galen says that medicine is the science of the healthy the 
sick, and the chronic ssho arc neither” So begins the first 
printed book on the merits of exercise ever ssntten by i 
phvsician, and we may judge from the remainder of the work 
that Its author, like many of his later counterparts, found that 
It ssas the last-named amongst his patients who taxed him most 

Published m 1553, the book belongs to the great era of 
scientific writing which had been heralded by the appearance 
of Vesalius’s De Fabnca ten years before, and coincided with 
the description of the pulmonary transit by Servetus in 
Chnsttamsm Rcuttuuo It is not, of course, to be comp ired 
with either of these volumes Mendez has no original dis¬ 
coveries to announce He subscribes unreservedly to the old 
Galenic doctrines and provides further evidence of his credulity 
by recounting several highly improbable anecdotes With all 
his faults, though, he still makes engaging reading In pan 
because of his sensible and lucid advice upon a hygienic way of 
life in part because of his apposite observations upon several 
matters quite unconnected with medicine (“ Brother,” he 
says, with reference to duelling, “ have good temper, and always 
look at the tip of the sword of your enemy, and you do not need 
anything else ”) 

In Its present form the treatise has been translated, with 
a complete reduction facsimile of the old Spanish text 
appended We hope its appearance will be the means of 
acquainting a wider audience with a book of which, in the 
original, there are only three known copies 

Diagnosis and Treatment of Tumours of the Chest 
Editor David M Spain New York and London Grunc & 
Stratton 1960 Pp 371 104r 

Ie this were the only book on the subject it would be easy to 
review it wholly favourably, for it covers a large area adequately 
and provides an easily readable account which is undoubtedly 
useful to clinicians studying chest tumours Unfortunately, as 
w'lth most composite works, it is of uneven merit, with excellent 
chapters next to ones less good The variation extends beyond 
mere style and exhaustiveness The manner in which the 
references are dealt with varies from chapter to chapter Some 
authors have used the numerical system, making reference to 
source material easy, others have given the author’s name and 
date in the text, or the name only In some chapters the 
references are arranged alphabetically, in others numerically, 
and in some there are names mentioned in the text but not in 


the references This variation is a draw back in a book of this 
kind, for many chapters are of little value as sources of reference 
to the more knowledgeable readers, and others may seem too 
Well documented and exhaustive for the postgraduate student 
There seems to be a lack of clearly defined purpose in the book’s 
construction, w hich is a pity, for it contains much of v alue and 
much good medical wrmng 

Manual of Hand Injuries (2nd ed Chicago Year Book 
Publishers London Interscience 1960 Pp 400 83i)— 
The writings of K-nnavel and Bunnell gave America a lead in 
the literature of hand surgerv which only a few British 
authors have yet challenged This book of Dr H Minor 
Nichols IS not the least of the volumes which are maintaining 
this advantage It is short, compact, exceedingly comprehen¬ 
sive, and intensely practical Indeed its scope is so wide, and 
Its instructions so detailed that the introductory caution—that 
the surgeon dealing with a hand injury must not be tempted into 
cssaving orthopaidic or plastic feats for which he has not been 
speciallv trained—seems very necessary Fractures and 
dislocations often relegated to a brief final or penultimate 
chapter, arc discussed at length It is evident that the finger- 
traction devices of earlier days are novv being discarded in 
favour of intramedullary Kirschncr wires, and more rapidlv in 
the United States than in this country In general, methods 
advocated throughout arc those in favour here, and great 
emphasis is placed on conservative manceuvres to be adopted in 
the face of apparently irreparable damage (The author admits 
the limitations of vein grafts in an ischtemic arm, and urges 
deliberate bone shortening to permit end-to-side arterior- 
rhaphv ) It seems strange, though, that whenever local 
anaisthesia is mentioned, the agent suggested is procaine, which 
most British surgeons abandoned for hgnocaine several vears 
igo This book can be commended in the highest terms as 
an excellent resumd of the advances which have been made bv 
the opposite side in a subject where there is strong and very 
friemilv riv ilrv 

Obstetrics (12th cd Philadelphia and London \V B 
Saunders I960 Pp 1098 £5 19i)—In revising this well- 
known book, based on the original text of Joseph B De Lee, 
Dr J P Grecnhill has had much help from 23 contributors 
Several new sections and chapters have been added Increased 
attention is paid to obstetric factors which may result in foetal 
deformitv or cerebral palsy, and two of the new chapters are 
devoted to these important subjects Like its predecessors, 
this edition IS beautifully produced, and there are many new 
photograph > and diagrams The work gives a balanced account 
of modern obstetric practice, and its continued popularity is 
assured 

Marriage and Periodic Abstinence (2nd ed London 
Longmans, Green 1960 Pp 86 10s 6d ) —The theory of 
periodic abstinence is based on the assumption that ovulation 
takes place once during each menstrual cycle and that if this 
time can be identified by temperature readings, and inter¬ 
course avoided, then pregnancy will not ensue For many 
people this is the only permissible means of avoiding a 
succession of pregnancies and it is important that the know¬ 
ledge should be widely available The intelligent lay person 
should be able to follow Dr J G H Holt’s explanation and 
instructions, here adapted by Dr John Marshall, but these 
could, with advantage, be presented more simply and clearly 
Readers with no religious liias and with complete freedom of 
choice are likely to disagree with the contention that periodic 
abstinence is the most satisfactory and effective means of 
birth control available today 

Textbook of Surgical Pathology (8th cd London 
J & A Churchill 1960 Pp 704 75s ) —A virtue of this 

popular work by Prof C F W Illingworth and Mr B M 
Dick lay in its brevity, for it enabled the student to encompass 
the subject within reasonable time This it still does, but in 
this eighth edition the bibliography, which is surely important 
in any concise work of this kind, has been discarded 
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More on Leuksemia and Radiation 
E\'er since the reports of increasing inadence of 
leukemia m Japan after the atom-bomb explosions, 
much attention has been paid to the possible connection 
between exposure to radiation and the later de\ elopment 
of leukemia In this countrj' research was stimulated 
by the suggestion of Alice Stewart and her co-workers ^ 
that acute leukemia m childhood was more hkely if the 
mother had been subjected to much X-raj exposure, 
sa) for pelvunentry, dunng pregnancy and by the 
demonstration by Court-Broicn and Abbott ^ that the 
mcidence of leukEmia was deftmtel} mcreased among 
patients treated with deep X-raj s for ankylosing 
spondyhtis Accumulating endence has, on the whole, 
failed to substantiate the danger of maternal X-radiation 
to the fetus, at least m so far as the madence of leuksmia 
is concerned The latest of these estigations, earned 
out by Court-Brown, Doll, and Bradford Hol,® was 
extensive Information was gathered about 39,166 
mothers who were known to have had abdominal or 
peliTc diagnostic X-rajs m eight hospitals m London 
and Edmburgh between 1945 and 1956 In 9 of the 
children of these mothers leukemia had dei eloped by 
the end of 1958, whereas the estimated expected number 
was 10 5 It has been suggested that exposure during 
the first half of pregnancy may be more dangerous than 
m the second half 750 women studied bv Court-Bro\to 
had been irradiated dunng the first three months of 
pregnane} but m none of their children had leukamia 
del eloped durmg an aierage follow-up of six years 
Court-Brown et al review the pubhshed data from 
fit e other sun e}s and pomt out that the endence is con- 
flicting, m three of these surve}s the proportion of 
mothers who had been irradiated dunng pregnancy was 
greater among the mothers of leukemic children tlian 
mnong mothers of control children, m one there was no 
difference, and m the fifth the mothers of leukeimc 
children had been less often irradiated than the controls 
Court-Brown and his colleagues conclude from their 
own data that “ there is no endence of an} dispropor¬ 
tionate occurrence of leuksnua among the children who 
had been most heaiTl} irradiated nor among tlie children 
who had been irradiated earh m mtrautenne life” 
Takmg then da ta together with the pubhshed results 

^ A Webb, J , Gass D , Hrw,— D Ler-er, 1956 u 4^7 See 

f W M , ^b'-- J D r-a 1955 I. 12=3 
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they do not behet e that an mcrease m leuksmia among 
children of mothers who hat e had abdommal irradiation 
durmg the pregnane} has been estabhshed A y^ry 
similar conclusion has been reached bv LEttTS ’ who 
Utilised the records of Queen Charlotte’s Hospital m 
London 

Another possible wa} m which radiation ma} mduce 
leukemia is by exposure to radioacm e isotopes for the 
treatment of disease Radioactit e gold and }Ttnum hat e 
been used in the treatment of tumours, but the two 
diseases m which large numbers of patients hat e been 
treated are th}TOtoxicosis treated with radioiodme 0^*1) 
and polyc}'thErma vera treated with radiophosphorus 
(32p) PoemN ® has reviewed the 18 known cases of 
leukasmia that has det eloped m patients pretnously 
treated with radioiodme for th}TOtoxicosis, the t}'pe of 
leukEmia was known m 17 cases, and was acute m 13 
10 of these cases occurred m the U S A, 4 m Canada, 
3 m this country, and 1 m Austna. Pochin estimates 
that about 60,000 patients hat e been so treated m these 
four countries In such a population an estimate based 
on the reported madence of leukemia suggests that 
about 21 (14-28) cases would occur whether or not 
radioiodme was gi\ en There are, of course, considerable 
uncertamties m such estimates, patients rehet ed of their 
symptoms may cease to attend the clmic, ana if 
leukEtma det elops later thet may be missed A routine 
blood-count before starting treatment may ret eal early 
cases of leukaerma that would otherwise appear as cases 
detelopmg after treatment, Pochin notes that m his 
expenence 3 cases were deteaed m this wa} But, 
makmg allowances for such uncertamties, PocHiN 
justifiably suggests that there is no evidence from present 
records that radioiodme treatment is mducmg leuksmia. 
The effect of radiophosphorus treatment on the madence 
of a leukemic transformation m polyc}-thErma tera is 
less easily assessed because the disease can naturally 
Te rmin ate m leukaerma, but m man} cases the termmal 
stage 15 reaU} a leuksmoid reaction, and Schw 4RTZ and 
Ehrlich ® found onl\ 1 acceptable case of leukEmia m a 
cntical stud} of 83 cases Wasserxlw^' m 1954 reported 
7 cases of leukerma among 64 cases of poh Quhsmia, 
and Lawtience ® m 1955 reported 16 among 231 SzuR 
et al ® have desenbed 2 such cases among a group of 90 
treated with radiophosphorus, but both patients had 
received X-ray therap} earher m then illness Other 
methods—chemotherapv and v enesection—are also used 
for the treatment of poh c}-thErma Wald et al for 
example, report good results with ‘Mvleran’ 
(busulphan), and m time we should have a senes of 
patients who have not recaved radiation treatment and 
can thaefore be used as controls At present no firm 
conclusion can be reached about the relative madence 
of leukaerma m poh cythsimc patients who hav e or hav e 
not been irradiated 

*a Levns T L. T t^d p 1551 

5 Pochin EE t** p 15^ 

6 Sch^*art 2 S O ELhcb L. 1^50 4 1^9 

7 ’^as’^ennsn L R BuH \ V Mri 1954 30 30 

8 La-w^en-e J H Pchc-ihcm^ M-i-cal Mcn-r^*'hs Nrs* 
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9 Smr 1^,1.^^ S NL Gccld-n A XT G j *Ud 19?9 2S 
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A third source of exposure to irradiation is radioactive 
tracers, which are being used increasingly in research 
and diagnosis ” In haimatology radioactive chromium 
('^'Cr, lialf-hfe 27 days) is used for determinations of 
blood-volume, red-cell survival, and blood-loss in the 
gastrointestinal tract Diisopropylfluorophosphonate 
labelled with “T has been used for cstimanng the 
survival-time of platelets For studies of iron meta¬ 
bolism radioactive iron is extensively used—usually 
the isotope ®‘’Fe with a half-life of 46 days Studies of the 
absorpuon of vitamin Bjo have been greatly aided by tlie 
use of a vitamin labelled with radiocobalt, at first 
the isotope “"Co (half-hfe 5 3 years) was used, today the 
isotope “®Co (half-hfe 71 days) is preferred Anderson 
et aP- have lately studied folic-acid excretion by using 
folic acid labelled witli trmum (“H, half-lifc 12 3 years) 
The doses of radioactivity applied for any one estimation 
are carefully adjusted to be well within safety limits 
But over a period of time a patient may receive a sizeable 
dose, perhaps for investigation of disorders in more than 
one system, and the life of some of tlie isotopic tracers 
IS far from short For these reasons it is essential, as 
Hayter " emphasises, that proper records should be 
kept now, so that undue exposure can be avoided The 
second report of the Adnan committee, which appeared 
recently, was concerned only with genetic doses, and 
the estimated annual genetic dose per person from all 
present uses of radioisotopes in medicine was only 
0 18 mr The committee will doubtless have something 
to say later about the somatic effect of isotopes 
Perhaps we arc over-sensitive about the dangers of 
radioactive materials The answer to questions about 
the use of radiation techniques and treatment is surely, 
as the Adrian committee emphasises, that they should 
be used reasonably when clear benefit can be expected, 
and that they should not be used for routine investiga¬ 
tion or treatment when alternatives not involving 
irradiation arc to hand It would certainly be foolish to 
abandon radiology in pregnancy, because this may not 
infrequently be die only means of ensuring safety for 
mother and child In some cases of thyrotoxicosis 
treatment with radioactive iodine may be more suitable 


Hartnup Disease 

In 1956 Dent and his colleagues,^ in a paper cntided 
“ Hereditary pellagra-hke skin rash with temporary 
cerebellar ataxia, constant renal ammoaciduria, and 
other bizarre biochemical features ”, defined a new 
syndrome which has since become known as Hartnup 
disease, after the affected family The full climcal picture 
appeared in uvo of four affected siblings who were 
subject periodically to a photosensitive rash, apparendy 
identical with that of true pellagra, on exposed areas of 
the body, its appearance was sometimes associated with 
severe but fully reversible cerebellar ataxia All four 
patients had a pronounced aminoaciduria of charac¬ 
teristic and unique paper-chromatographic pattern, and 
an abnormally large output of certain indolic compounds 
Since the disease was first described, mne further cases 
have been recogmsed,"'’ so that the natural historj' is 
now better known This recessive hereditary metabolic 
disorder manifests itself in childhood, and, unhke most 
other hereditary metabolic conditions, tends to improve 
with increasing age all four affected members of the 
original family have been completely asymptomatic smee 
1956 " The disorder is probably less rare than might be 
expected from the smallness of the number of cases so far 
described, for some of those affected may be symptom- 
free, and tlieir biochemical abnormality would be 
unlikely to be uncovered unless they had more severely 
affected sibhngs Although the rash may respond to 
nicotinamide therapy, dietary sources of this vitamin 
arc apparently adequate Dent and his colleagues * 
thought It much more likely that an endogenous block 
m the conversion of tryptophan to nicotinic acid was 
present They had difficulty, however, in finding a 
unifying liypothcsis by which to correlate all the clinical 
and biochemical features 

Milne et al" having made some careful observa¬ 
tions on two affected members of the original family, 
have provided an elegant and convincing hypothesis 
which goes far towards cxplaimng the abnormalities 
in metabohsm of indolic and possibly of other aminoacids 
too The generalised aminoaciduria of renal tubular 
origin, Without evidence of other defects of renal tubular 


than surgery or administration of anti-thyroid drugs, 
and It apparently carries no greater risk For poly- 
cythtcmia chemotherapy can be tried before embarking 
on treatment with "T With regard to radioactive 
tracers, Hayter proposes that they should not be used 
unless there is a clear case for them, and for ordinary 
diagnostic work 

“ It is quite often reasonable to dispense with an isotope ‘ test ’ 
when an equally informative conventional test is available For 
instance, when documentary evidence is needed ‘ for the record ’ 
in a clear case of thyrotoxicosis, it seems proper to estimate the 
B M R rather than *“‘1 uptake, since the more sensitive diflfer- 
entntion possible with the latter is not needed ” 

This good advice reminds us that methods involving 
radioactive materials for investigation or treatment 
should not be used only because they are easier than 
conventional methods 


11 Hayter, C ] J dm Path 1960 13,369 
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function, suggested to them a specific defect m the 
transfer of aminoacids from the glomerular filtrate 
across the proximal renal tubular cells into the tubular 
capillary blood Such a transport defect might not be 
confined to the renal tubular cells They therefore 
designed an investigation to explore the possibility of a 
similar defect, of tryptophan transport in particular, 
in the gut, and they demonstrated delayed and in¬ 
complete jejunal absorption of L-tryptophan The high 
output of indole metabohtes for many hours after 
tryptophan ingestion could thus be explained by the 

1 Baron, D N , Dent, C E , Harris, H , Hart, E W , Jcpson, J B 

Lamett 1956 it, 421 

2 Hersov. L A 7 nieut Set 1955, 101 878 
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action of intestinal bactena on an abnormally large 
fecnon of trvptopban reaching me colon In the 
panents tnth Harmup disease, but not in controls 
tryptophan ttas found in the feces after an oral load. 
TTie findmgs after mgesnon of DL-trvptophan (D-trvpto- 
phan ttas not available! suggested delaved absorption of 
D-trvptophan also This is further evidence that me 
ab^orpnon of D-aminoaads finin the gut is not an 
enurdy passive process These observations are com¬ 
plemented by the important smoies of SHAtv et al ^ 
vho found that m Harmup disease mgesnon of L-trvpto- 
phan produced no mcreased urmarv output of mdole 
metabohtes ■when the gut had previouslv been stenhsed 
tnth neomvcm. 

If the esacerbanons of cerebellar atasia stem finm 
inioxicanon by mdole metabohtes gut sterflisanon is a 
rational method of treatmg such attacks .MiLXEetalv 
tninkmg m terms of mtomcanon bv retamed mdokc 
aads suggest that alkalmisanon of the urme would 
provide an easy and innocuous method of treatment 
for thev have previously shown mat evcrenon of 
indoleacenc aad is facditated m alkahne urme. A possi- 
failitv which seems equally likelv is that the neurological 
svmptoms anse from tryptamme mtomcauon Large 
Emounts of tryptophan stagnant m the gut probablv 
give rise to mcreas^ producnon of this amine from the 
Ecuoa of mtestinal bactenal decarbosvlases ^Then 
further patients are m\ esngated a searcn for abnormal 
urinary ammes should pro\ e fitutfuL 

Dekt and his colleagues ^ onginaliv suggested- that 
an enzyme m the trvptopban'mcotinic-aad pathway 
might be de&aent, and omer workers have cast 
tryptophan pyrrolase m this role. This enzyme is 
responsible for sphttmg the 5-membered secnon of the 
twm-rmged mdole nucleus of tryptophan—^the first 
step m the nicotinic-aad pathwav of tryptophan meta¬ 
bolism Although iMilne et al ® sought to test this 
bypotnesis by estimatmg metabolites of this pathway 
sfter oral tryptophan the information they obtamea is 
probablv equivocal because of me jejunal transport 
defect which was present. An mtravenous tryptophan 
load will probablv be necessary m future work aesigned 
to eluadate this problem, although the possibditv of a 
^tsnsport defect m other bodv-ceUs must be kept m 
mmd in mterpretmg the results 
Despite one or two mconsistenaes (such as me 
mabditv of AItlxe et al ® to find evidence of unpaired 
sb^orpnon of tyrosme, another ammoaad represented 
tn the ammoaaduna) which probablv arise fimm the 
inherent oiSculnes of biological estienmentation the 
HEnsport-defect hypothesis seems to fit the observed 
CMdence best and accords well with the “ one gene, one 
enzvme’ concept ofmoaem biochemical genetics If the 
sminoaads excreted m great excess m Llarmup disease 
^ c n similar transport mechanism then a different 
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transport mechanism or mechamsms proDcolv exist for 
the unaffectea anunoaacis Ve venture to predict that 
dmical contutLons analogous to Harmup dasease, 
mvolymg a transport defect of some or all of the basic 
ammoaads sulphur-contaming ammocods prohnes 
and glvane will be found if watcn is kept for them 


Annotanoiis 


QUADRUPLE VACCINE 

We have akeaav argued mat the proolem of preventing 
pohomvelms diphmena wnoopmg-coagh and tetanus 
tmgnt ce solved bv anrmnistermg a combined propm lactic 
early m hfe - In mis wav me cost of aorninistration 
woola be reduced and the propomoa of chilciren immu- 
msed would ce mcreased Decause parents doctors ana 
cmldren dislike me large numcers of mjecnons mvolved 
m givmg eaca propavlacuc separately The pr^ent rate 
of immunisation is too low to give mucn confidence mat 
the incidence of these diseases will remain as low as it 
now IS 

One wav to ensure mat cnfforen are immunised is to 
start me series of moculatioas m the first week of life 
wnen the momer is m hospital or under medical care at 
home Unfortunately, voimg mfents respond less v ell to 
anngens man older cnfiarea Furmermore cnuDOoies 
transmitted from me momer mterfere wim the acqmsinon 
of active immuQirv after unmuruscnoa against clipamena ’ 
ana poliomyelitis ' It is important therefore to estaohsa 
that all me components of a quadruole vaccme are effective 
at me age at wnich it is to be admimrereJ Brown ana 
Kendnck'* have reponea the results of admirustermg 
quadruple vaccme to cmlorea aged 2-4 monms The 
response to me pohovaccme was poor almost certamlv 
owing to the presence, m most infan ts, of maternally 
transmitted annbodies (The wise practice of immunising 
pregnant women wim pohovaccme is mcreasmg this 
problem 'i It was also foona mat the respoa'^e to me 
pertussis component was poor, 14 out of 43 cailaren 
wimout antfoodies failing to respond Brown and 
Kenonck therefore advocate earH immunisation wim 
pertussis vaccme alone, mis disease being espcc:ah\ set ere 
under I vear ana aommistranon of a triple poliomveiicis 
diphmena and tetanus prophylactic at aoout 1 vear 

In an effort to overcome me poor response of voung 
chilciren, mree mam approaches have oeea mea me 
mciusioa of adjuvant more and larger doses ana more 
concentrated vaccme Quadruple vaccine v im aluminium 
phosphate has latelv been reported to be i erv effecni e m 
children under 6 monms * The p-evalence of ma-ernal 
annbodies was not lerv high m this senes of children 
ana S3°o S0"c ana 73'^- responded to pouovaccare of 
types 1, 2, and 3 respectnelv but the geometnc mean 
titres were low In children oi er 6 months it v-as found 
that the resnonse to pohovaccme m me ouadrucie vaccine 
was supenor to the response to plam poke xcane The 
responses m cnildren under 6 monm.s were also gcxia 
(oier to me dinhtcena, tetanus ana pertuss.s com¬ 

ponents Perkins et al,' wno first no'ea the inhTD'ting 
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effect of passively transferred antibodies on the response 
to pohovaccme,'* have devoted much effort to overcoming 
this difficulty Altliough three doses proved superior to 
two doses. It was not until concentrated \accine was used 
that satisfactory responses were obtained m children 
1 week old The concentrated vaceme (‘ Purivax *, Merck 
Sharp & Dohme) is very much more potent than vaccine 
now used m this country and elsewhere Results obtained 
in Israel ® with vaceme slightly more potent than the usual 
support the idea that children with maternally transmitted 
antibodies can be immumsed with a potent pohovaceme 
These results indicate that the goal of a satisfactory 
quadruple vaceme for use in the first weeks of hfe may be 
attamable, but tlie findings of Brown and Kendrick ‘ 
show tliat the pertussis component may have to be 
modified To give the fullest possible protection, pertussis 
vaccine must be given early m hfe, and it is known tliat 
the response, measured by agglutimn titre (not by a mouse 
protection test, which assays the antibodies concerned 
with protection “) is greater if an alumimum-phosphate 
adjuvant is used 

Livmg attenuated pohovaceme has also been found to 
be less effective early m life, but this has been ascribed to 
immunological immaturity rather than to the inhibitmg 
effect of maternal antibodies This is unhkel5' to be 
overcome by a larger dose, since no antibodies appear 
despite multiphcauon of the virus m the alimentary tracts 
of the infants Poliomyehtis being relauvely rare under 
1 year, it may be said that there is no reason to try and 
immumse cluldren against it early m hfe But such 
immunisation is desirable for three reasons first, it is 
easier to persuade the parents to have the child immumsed 
at that stage, secondly, poliomyehus, when it does occur 
m neonates, is usually severe", and thirdly, children 
should be immumsed under cover of maternally acquired 
antibodies If this is done, there should be no objection 
to incorporating an adjuvant m the vaceme 


THE FORTY NINTH STAR 

Among the Umted States of America (to which she has 
been elected this year) Alaska is likely to remain a 
nonesuch The new State measures about 2000 miles 
between extremities with a population of less than a 
quarter of a million, or 1 person to 3 square miles Of 
these, 38,000 are “natives” (Indians, Aleuts, and Eskimoes) 
and the rest “ white ” (wluch includes a few Negroes) 
Many of the whites are members of the Armed Forces on 
duty, and of the rest some are summer migrants from 
Seattle and San Franasco Most of the population of all 
races hve in scattered settlements on the coast or m the 
large river valleys A large part of the country is virtually 
uninhabited Some of the natives are still partially 
nomadic and hve by the chase There is a railway up 
country to Fairbanks, but boat and hght aeroplane are the 
usual means of travellmg All these distinguish Alaska 
from the continental States, but the factor which gives it 
umquity is its climate A quarter of the new State, hes 
withm the Arctic circle, and the rest is as cold as chanty 
for at least five months of the year “ Permafrost ” is an 
ungainly word for the state of the ground which is frozen 
sohd in summer as well as in winter a few feet below the 
surface, but it is a very awkward reahty It makes the 

8 Spigland I , Goldblum, N Pediatrics 1960, 25, 812 

9 Medical Research Counal report Brit med J 1956, ii, 454 

10 Pagano, J S , Plotkin S A IGprowski, H Lancetf 1960, i, 1224 

11 Bates, T Amer J Dts Child 1955, 90, 189 


supply of water and disposal of sewage equally difficult 
Wlien the surface layer thaws in the sprmg the water 
cannot seep away, and m summer most of the low country 
IS a morass which breeds uncountable hordes of blood¬ 
thirsty insects Travel even for a few miles is never easy, 
and m sprmg and autumn it is sometimes impossible 
Quickly maturing crops such as lettuces grow luxuriantly 
in the summer, and there is some dairymg and poultry- 
keeping 

In face of these difficulties a brave attempt has been 
made to offer the benefits of modem medicine to Alaskans 
of all races * Legend had it that when tlie first Americans 
landed on these barren shores (the Russian sealers had 
preceded them by a hundred years) the Indians and 
Eskimoes enjoyed remarkably good health on a diet of 
fish and meat—often raw and flavoured with some wild 
herbs and berries They did not suffer from scurvy (as 
the whalers did) but sometimes died of starvauon 
Nowadays most of the natives have developed a regrettable 
taste for crackers and doughnuts and hve a hfe not much 
different from that of the immigrants The crude death- 
rates, however, still show a figure for natives about twice 
that for whites, and for maternal and mfanule deaths the 
difference is even greater The death-rates for accidents 
and homicide are about tw'ice those of tlie USA as a 
whole, and for alcoholism about six times But, contrast¬ 
ing the figures for 1958 with those for 1950, the change is 
for the better m almost every instance The reduction of 
the death-rate from tuberculosis from 175 to 12 per 
100,000 IS an outstanding triumph Alaskan home hfe— 
especially in die winter—is conduave to cross-mfecaon 
Tuberculosis seems to hav e been introduced by the whites, 
and the natives were extremely suscepuble The nurtlber 
of hospital beds was qmte insufficient, and the isolauon of 
the communities often deferred diagnosis until it was too 
late Now chemotherapy, a special allocation of funds 
from federal and territorial sources, and a determination 
to succeed have had their reward As in more favoured 
lands diere are empty beds in the tuberculosis hospitals 
Other infectious diseases take their toll Enteric 
infections are common (as they are in the north of Europe) 
but do not seem to differ from those elsewhere " Epidemic 
influenza occurs from time to time It is a land where 
man fives close to his ammals Echmococats granulosus 
and E vndtilocularss occur together Rabies is endemic 
among wild ammals, but human infections are rare The 
only disease which Alaska might claim as its own is a 
corneal scarring of unknown origin, which is a major 
affliction of the natives There is obviously work enough 
to keep the four public-health laboratories occupied, but 
poor commumcations limit their usefulness The distribu¬ 
tion of scanty medical resources in a thmly populated 
coimtry is a problem all the world over In Alaska there 
are Government hospitals run by the Public Health 
Service and the Fish and Wildhfe Service There are 
commumty hospitals and hospitals run by rehgious bodies 
Of 163 doctors, 117 are in private pracnce and most of 
these are m the larger cities on the south coast In addition, 
the Armed Forces have their own medical service To the 
outsider it seems a muddle, and likely to be even more of 
a muddle in this period of transition to Statehood One 
of the successes of our reviled Nauonal Health Service has 
been in rationalising the use of our hospitals to provide 
the best service to the commumty without vvaste or over- 
lappmg of functions If our colleagues m Alaska will t^ 

1 Publ Hlth Rep , Wash 1960 75, 878 
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regard the suggestion as too indehcate, ue would think 
that some such ov emding authonty w ould be a great help 
m their proud and ambitious new State 


RENAL SEQUEL/E 

OF EPIDEMIC H/EMORRHAGIC FEVER 


During the Korean campaign some 2000 cases of 
epidemic hsmorrhagic fever (e h f ) occurred among the 
Umted Nations’ Forces The clmical features of this 
disease are now well estabhshed Some renal mvohe- 
ment is so constant that the diagnosis is scarcely tenable m 
Its absence Albummuna is found early and is commonly 
followed by a fall of urmary specific grantj and the 
appearance of blood and casts In the more set ere cases 
chguna, anuna, and mtrogen retention developj together 
usuallj with a penod of hj^iotension After the acute 
phase abnormal elements rapidly clear from the urme, 
and prompt restoration of renal function is the rulej 
although m some patients impaired urmart concentratmg 
power persists for many months The mortahtj’ of the 
disease is 3-5% " 

In fatal cases the kidneys contam stnkmg lesions 
of essennally “ lower-nephron nephrosis ” type A 
distmcUve feature of the renal lesion is hemorrhage m the 
juncuonal zone—an expression of the generahsed capillary 
damage m E H F There is extensive necrosis of tubular 
epithehum with gross rupture of manj tubules The 
nature of these lesions has been beautifuUj demonstrated 
by imcro-dissection ** 


In view of the sometimes-severe renal damage it is 
perhaps surpnsmg that m the majontj of cases renal 
function is restored fairly rapidly Long-term foUow-up 
of the widely dispersed survivors of tlus epidemic is 
difficult, but a survey of records and a limited chmcal 
study have been earned out The medical records of 
1416 U S Servicemen who had e H f between January, 
1951, and August, 1953, were exammed The majonty 
recovered clinically withm a few weeks of onset, but m 
25% unnary concentratmg power was not restored for 
eight weeks, and m 9% this was impaired for twehe or 
more weeks The nature and frequencj of subsequent 
hospital admissions (other than for foUow'-up) to the end 
of August, 1956, were analysed In this period disease of 
the unnary tract had been diagnosed m 35 of the E H f 


survivors—an madence significantly greater than that 
among a suitable control senes Pyelonephnus was 
frequently diagnosed, although bactenological proof was 
rarely obtained The significance of these findmgs is 
uncertam, as a historv of e H F may somewhat prejudice 
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subsequent clmical judgment In 4 cases urmarv concen¬ 
tration w as unpaired more than tw o y ears after the acute 
attack, and m 2 excretion of phenolsulphonphthalem w as 
abnormal There was no evidence of renal failure or of 
progressive disease Hypertension was not encoimtered 
A chmcal study of a partlv selected group of 15 survivors 
of sev’ere or moderate E H F vielded evidence of mild 
defects of renal function after mterv als of up to four v ears, 
impairment of tubular fimction bemg greater than con¬ 
comitant reduction of glomerular filtration Tliese 
findings, vvluch cannot be due to loss of complete nephron 
imits, perhaps mdicate imperfect regeneration of speaahsed 
tubular epithehum Continued improvement appears 
possible for several years 

This work casts hght on tlie residual renal damage after 
E H F and emphasises the essentiaUv^ good prognosis for 
the majority of patients The few' who do not recover 
completely suffer a mmor loss of renal reserve probablv 
compatible wntli nonnal duration of hfe Similar recov ery 
of function is found after acute renal failure from otlier 
causes, although tlie mitial mortahty is much higher than 
m E H F 'WTiether residual damage resulting from tins 
disease wtU predispose to the development of hy'perteusion 
is Still uncertain 


CHINESE VIEW 

Representing the Chmese Medical Association, six 
Chinese doctors have been spending a few weeks m this 
country at the mvntation of the Roy al College of Phy siaans 
of London As three of them work at the Climese 
Academy of Medical Saences in Peltmg, and two otliers 
hold chairs m Shanghai, their mterest has been mainly in 
saentific developments, and outside the London area 
visits have been paid to Edmburgh, Glasgow, Oxford, 
Cambndge, Liverpool, and Newcastle 

Havmg thus seen somethmg of Bntish research, 
espeaally'm their own subjeas, tlie delegation offered m 
return to giv e some account of dev elopments m their own 
country, and on Dec 12 Dr Hsueh Kung-Chuo, vice- 
president of the Academv, gave a lecture at the London 
School of Hygiene and Tropical Medicme What he said 
about the control of epidemic diseases and tlie remarkable 
advance of pubhc healdi was familiar to some of his 
hearers from the reports of Western doctors who have 
visited the People’s Repubhcbut aU must have been 
freshly impressed by lus emphasis on tlie advantages of 
fiismg Western and traditional metliods of medicme—a 
pohey which Commumst leadership has mcreasmglv 
urged on the Westem-tramed profession m Cluna 
Mention was made of “ combmed ” metliods of treatment, 
mcludmg traditional methods such as acupuncture, 
cuppmg, and breathmg exerases, which are said to have 
given good results m chrome conditions such as hvper- 
tension and diabetes, and of regimes bv which the 
majonty of patients with appendiatis, cholehthiasis, and 
other conditions can be spared operation On tliese 
matters vv e await furtlier evidence witli mterest but with 
the cautious scepticism which is necessan for amvnig at 
truth Contmmng saentific advance depends on dispas¬ 
sionate weighmg of evidence, and tlie Chmese hav e v et to 
show that this is compatible with pohtical leaderslup 
Apphcation of known faas is one thmg but discov erv of 
new ones is qmte another 

20 Lout K G Lancet, 1952 i 10S6 
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PER ARDUA AD ARDUA 

D M McClure 

M B Glasg 

" T he shades of night i\ ere falling fist, 
ns through nn Alpine village passed 
a jouth who bore ’mid snow and ice, 
n banner with the strange device 

' Lvcclsiorl ’ ” 

SciEMiric progress is the watchword of our times Not 
onl\ docs the momentum of our advance increase dail>, 
but cv cry fresh piece of recorded data is seen as a further 
step towards a clearh defined goal, the attainment of 
which IS only a matter of time 

This IS best shown perhaps in the attitude of the lajman 
to the “ cure for cancer ” There can be few of us who 
ha\c not been asked “ But surely doctor, it’s bound to 
come, isn’t it’ I mean, look at the amount of work 
that IS being done!” To which one might reph that 
ccrtainlj the amount of investigation is vastly greater 
than ever before, that the tools of research arc of cver- 
incrcasing complcKitj and scope, and that in cv'crj medical 
librarj, the vcr> walls arc bulging with the growing masses 
of undigested and indigestible data 

M> present concern, however, is with more general 
considerations, and I shall comment on our failures to 
date in comprehending the vital processes of the cell (of 
which neoplasia is only one facet), and on the significance 
of the flood of medical literature which is overwhelming 
us all In doing so, I would )ustifj iny apparent tcmcritv 
by pointing out that the climbers on the highest pinnacles 
of the mountain of knowledge can be best observed from 
a position on its lower slopes 

# # # 

In his first days as a student, the aspiring doctor is 
introduced to Amceba protcus, and is invited to philo¬ 
sophise on the imponderable mysteries of life locked 
away in this minute particle of protoplasm, as seen b\ 
“ the eye which has a mind behind it ” In later years, 
however, when we come to deal with countless millions 
of cells, enormously varied in structure and function, and 
linked in a dynamic equilibrium to form the livaiig 
human body, there seems to be no limit to the degree to 
which we presume to comprehend the most fundamental 
of their vital functions 

It is of course a basic human weakness, that we arc 
unwilling to face any facts the recognition of which would 
be detrimental to our self-esteem, and we instinctiv'cly 
oppose any suggestion that there arc limitations to the 
powers of the human intellect We hav'e no illusions 
concerning our other physical capacities there are too 
many proofs in Nature of attributes superior to ours in 
muscular strength, acuity of eyesight, and so forth But 
man owes his ascendancy to his brain, and we arc notably 
reluctant to admit any bounds to our capacities in this 
respect Today, however, we arc having this recognition 
forced upon us 

The limitations relevant to our subject are those of our 
perceptiv'e faculties, and I need specify only two The 
first is our extremely limited power of instantaneous 
perception of number (readily shown by determining 
for how many black dots on a white card one can give the 
total number at a glance without individual enumeration). 


and the second is the fact that we have no sensory 
mechanism for appreciating, quantitatively, the interplay 
of forces maintaining an unstable equilibrium Out 
limited perception of number virtually ceases to exisi 
when we arc confronted with a group of similar units in 
constant random movement even the most mathematical 
of us cannot count a flock of sheep on the move, and the 
exasperated cry of “ Stand still for a moment can’t void” 
IS faniiliar to all who undertake the management of 
children For an illustration of my second point, one mav 
observe that the feats of the equilibrist and juggler are the 
result of vears of reflex conilitioning, and that the control 
he exercises docs not derive from any quantitame judg 
ment of the bearings and intensities of the forces he 
manipulates 


Before relating these points to the investigation of Jie 
living cell, one might profitably glance at events since the 
time of Virchow In the first three-quarters of the century 
which has elapsed, the improvement of the micro'icope, 
and of the techniques of tissue processing, sectioning, and 
staining, created the science of “ classical ” morbid 
histology The potentialities of this were so vast that vears 
of continuous progress passed before anv boundanes to 
them became apparent through developments m bio 
chemistrv and an increasing appreciation of cellular 
dynamics Bv that time, a picture of disease processes in 
terms of liTmatoxylin and eosin was no longer enouth 
III microscopv, too, optical limitations had bctome 
incrcasinglv obtrusive, nor were these adequatelv over 
come bv ventures into the ultraviolet There was thus a 
general frustration, with the convicuon that the most vatal 
information lay just bevond the utmost limits then 
available of magnification and resolution 

Since then, hovvev cr, the whole picture has changed, and 
a host of new developments in instrumentation has b'en 
show ered on us—phase contrast, electrophoresis, chroma 
lographv, freeze drving, spectrophotometrv, radio¬ 
isotopes, the ultracentnfnge, interference microscopv and, 
most spectacular of all, the electron microscope On' 
might w ell suppose that, w ith these formidable reinforce 
ments, the remaining obstacles could be swept aside vvath 
ease, and that final unde---—hug was at last "atbm 
our grasp, but the resuK arc suggest thst this i 

hardly so 

Let us consider for a ni 
electron microscopy of bi 
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“ a remarkable structure somewhat remuuscent of verte¬ 
brae ” “ A fibrillar sheath which mai or mav not be spiral ” 

It would, one feels, be something of an overstatement to 
describe any of these observations as a bhndmg rev elation 
of ultimate truth, and m the similar apphcanon of phase 
contrast-' the same descriptive terms abound 
“ Angular blocks of heterochromatm ” “ Highlv refracole 

specific granules ” “ Large dark elhpsoid rmtochondna ” 

In ev erv mstance w e are deahng with v erbal rendenngs 
of visual impressions of structural entities, whose 
functional sigmficance caimot be assessed bv anv process 
of mspecnon, and, even where an attempt is made to 
studv an acnve vital process, as m bactenal cell division,^ 
we read that “ the impression is gamed that before actual 
division, there are deep Ijmg processes gomg on, for the 
bactena become suddenly restless, and have contmuous 
changes of form ”—a descnpaon which certamlv convevs 
the sense of acuv itj but tells us nothmg of the mechamsms 
mvolved 

Indeed, so far from bringmg us nearer to complete 
understandmg of cellular function, these advances m 
rmcroscopj seem to emphasise the presence of barriers to 
our further comprehension, bj rev eahng structural 
complexities and mmutim whose role cannot be mter- 
preted bj visual mspection This, however, is hardlj 
'urpnsmg, smce the ultimate goal of our search hes m a 
dvnarmc eqmhbnum of the utmost complexitv, maintamed 
bv an mterplaj of forces whose analvsis is bevond the 
scope of our sensorv receptors One has onlv to glance at 
a Uving leucocjte bj phase contrast to appreciate the 
self-deception m which we indulge b\ our descriptions 
of the shrunken and amficiallv pigmented remains of 
similar cells—a deception which we foster bv the titles 
and eponvms which have so long served to cloak our 
Ignorance One can imagme an attempt to describe m 
similar phraseologv the components of a watch, bv some¬ 
one with no knowledge of their purpose the main and 
hair springs might be termed the “ greater and lesser 
spiral filaments ”, the jewels the “ rubroid bodies ”, 
and the regulator could well become “ the digitate organ 
of Pflugelheimer ”' 

In trving to interpret the functional roles of intra¬ 
cellular particles bv observing the hvnng cell, the position 
of the microscopist can be likened to that of a man from 
Mars m his fivmg saucer, viewing a senes of football 
matches This companson is bv no means too fanaful, if 
one considers such a viewpoint in cvtological terms 

An ovoid area, with a broad penpheral zone of densel> 
packed idenncal pamcles exhibmng a trace of Brownian 
movement, and throughout which radial stnanon' appear with 
'arving degrees of clantv Within this there is a clear central 
^ "bach a stnkinglv constant linear pattern is di'plaved 
Cl throughout which a small number of particulate bodies 
c on active and apparentlv random moalin M’ell-defined 
Aromatic differentiation is commonlv shown bv these, though 
IS not mvanable and continued observation shows a 
rcqucnt tendencv for these bodies to form temporarv aggre- 
gtcs at one or other polar extremitv of thi' central area 
crtain observers have reported the presence in this zone of a 
f 'mailer single particle moving at verv high speeds, and 
urt cr confirmation of this point is awaited 

1 IS on the whole rather doubtful whether our Martian 
"dk in time, be able to interpret the niceues of 
- rule, and I suggest that our own view of the 
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hvmg cell is equally disadvantageous m respect of the 
visual interpretation of functional activities 

* ai » 

At this stage then, one is compelled to admit that to 
see IS not necessarily to comprehend, and our hopes that 
these new techmques would provide the answers have 
not been reahsed There is, too a further fallacv m our 
approach to the relationship of cellular structure and 
function In aeahng with the whole orgamsm, we are 
able to consider organs and sv stems as separate entities, 
and thus we can studv the heart and circulation without 
anv direct correlanon with, for example gastromtestmal 
function, but when we consider anv individual mtra- 
cellular bodv we find ourselves m a realm where the 
function of any smgle component can onlv be expressed 
bv Its dynamic relationship m terms of molecular eamh- 
bnum with each and ev erv other constituent enntv of the 
cellular protoplasm It is this fact which confronts us 
squarelv with those fundamental hmitations m our powers 
of perception and comprehension to which I have aheadv 
referred Nor does it avail us to mvoke the aia of 
chemistry , for we have alreadv reached the pomt at which 
chemistry and phvsics lose the last trace of anv separate 
identitv, and beyond which we have to discard the 
alphabetical svinbols by which we are accustomed to 
represent molecular structure The human mtellect cannot 
bndge the gap between the representation of chemical 
structure bv arbitrarv sy mbols, and the comprehension of 
the reahty of matter in dynamic terms of fimdamental 
parades, nor are we much aided in this by molecular 
models of coloured plasac balls These are soil stanc 
sv mbols, and the essenaal faa which we so readilv 
forget IS that each mdividual chemical atomic svmbol 
represents in itself a dvnamic ennty of parades whose 
true nature is unknown to us, mvolvmg as thev do the 
ulamate mv sterv of the ‘ emptiness ” of matter The 
posiuon becomes ludicrous when we use such svinbols to 
build up a structural picture with spaual relaaonships 
so complex that we cannot retam a coherent mental 
picture of them—as in our diagrams and models of the 
molecular structure of aminoaads and protems In our 
preoccupaaon with the configuranon of such molecules, 
we forget that the basis of vital acnvitv hes not m patterns 
of spanal relaaonships but in the forces which mamtain or 
alter these relaaonships, and when we view the hvmg cell, 
we are all too readv to regard the acavitv of the proto¬ 
plasmic parades as a hmdrance to detailed studv, whereas 
It IS in the balance of these forces that tne ulamate truth 
resides 

You mav wish to remind me that in enzvme chetmstrv, 
serologv, and histochemistrv there is a large bodv of 
workers whose efforts are also directed to matters of vital 
dvmamics, and I hasten to acknowledge mv awareness 
of their acaviaes But thev too suffer in the pitfalls of 
attempting to equate dvnamic processes with stauc 
sv mbols In the nevemever land where even factor has 
a co-factor, even enzvme a co-enzvnie, even acave 
pnnciple an macave precursor, and all are surrounded 
bv potenaators, inhibitors, and accelerators lavi^hlv 
endowed with stable and labile fracuons, nothmg n auite 
so elusive as the factor which ‘ has still to be isolated in 
a pure form ” It mav be pemnent to comment that one 
mav observe and measure the resultant of a complex of 
forces, but that this resultant cannot exist independentlv 
of the forces which give ri'c to it Again, the problems 
which beset these workers have some afnnitv with those 
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of a child attempung to pick up a globule of mercury it 
keeps on dividing into smaller globules of varying size 
which can be reconstituted into the original one, and, 
moreover, the number and size of these fracuons is not 
constant from one attempt to the next This may well 
have some bearing on the famihar type of statement to 
the effect that “ the co-factor R, hitherto regarded as 
identical with the sub-fraction XI, has now been shown 
to differ m the possession of a thermolabile constituent 
associated with the ai-globulin ” All of which simply 
emphasises the fact that in deahng with entities for which 
the conventional symbols of chemistry are invalid, the 
substitution of arbitrary titles for a variety of intangibles 
solves nothing, and one might pose the question “ Given 
an> two points A and B on a hnear graph, how many 
mtermediate pomts can be plotted?” 

It follows therefore that any understanding of these 
matters must be sought not m symbols of chemistry 
but of mathematics—in which we must mclude the 
fourth dimension of time The problem here is that we 
cannot begin to look for it without quantitauve physical 
data on the fundamental particles of matter partiapatmg 
in cellular function, yet when we venture to derive such 
data from hvmg protoplasm, we find ourselves without 
any fixed point of reference to which we may relate our 
measurements Furthermore, when a smgle molecule of 
protein can mvolve complexities exceeding our faculties 
of comprehension, how do we presume to proceed to the 
full understanding of the complex of forces binding the 
milhons of molecules in the cell, and thereafter to the 
balance of forces throughout the millions of such cells 
in the whole organism ? 

The answer is, I fear, that we cannot In considering 
an entity of almost infimtely complex relationships, the 
simultaneous comprehension of the whole and the relation¬ 
ship of each consutuent part to every other is not within 
the capacity of the human nund And one of the principal 
causes of the current deluge of medical and allied scientific 
hterature is the fact that when the biological invesugator 
reaches the pomt of being unable to see the wood for the 
trees, he is all too ready to attempt to resolve his difficulaes 
by embarkmg on the study of individual leaves' 

# * # 

Having made this point then, I must offer an answer 
to the question implied in my opetung paragraph Is 
It true that, in our scienufic “ progress ”, we are moving 
steadily towards an attainable goal, and, if not, what is the 
significance of the ever-increasmg activity in research? 
The answer to the first part is an unequivocal “ No ”, and 
the reason hes in the answer to the second part As a first 
step to providing this, I would quote an analogy from 
Florey’s General Pathology ® In referrmg to the difficulues 
of interpreting functional disorder from tissue sections, he 
comments “ It is as if a full length cinema film were 
taken, every two hundredth frame extracted, the 
extracted frames jumbled together, and an observer was 
then asked to reconstruct the story of the film from 
them ” By a simple extension this analogy can pro¬ 
vide a comprehensive and convmcing answer to our 
question 

Let us consider the course of events if, mstead of 
seemg a new film in the normal way, every press crinc 
were presented with the full thousand yards or so of 
celluloid strip, with a hand lens, and were instructed to 
extract the maximum amount of information froip its 


study, frame by frame, and in doing so, to compare notes 
regularly with all the others similarly engaged It would be 
immediately apparent whether the film was in a modem 
or a “ period ” setting, or whether it dealt with Naval 
warfare, “ Western ” adventure, or “ Big City ” life On 
these prehmmaries, there would be imiform agreement 
The next step however, would be to identify the actors, 
and here disagreement would soon be apparent—even 
concernmg the stars 

That however is only a beginmng Next there would 
be the evaluauon of the plot and characters of the film, 
and here the observers would enter a realm of pure 
speculation Cenain identifying features would of course 
appear at times, but usually the inspection of consecutive 
frames would give little insight into the human relauon- 
ships bemg depicted Nevertheless, our observers would 
evolve various hypotheses based on their scrutiny, and 
argument would revolve around these At a later stage, 
occasional facets of detail would be picked out which 
would compel the abandonment of views which had 
been generally accepted 

“ The observation by Snooks (1959) that the Vauxhall car in 
frames 6026 to 6618 is a 1954 model, and not a 1953 model, 
reopens the quesuon of the identity of its driver, as A B 

the actor beheved to have taken tins part died in March of the 
latter >ear ” 

And so It would go—the scope for speculation and 
argument would expand continually, with the scrutiny 
of ever more minute features of detail—even to the point 
whether the date on the second tombstone on the left tvas 
1864 or 1866 And of course, special invesugations 
might rear their heads “ A review by model, date, and 
registration number of cars and motorcycles appearing 
in street scenes ”, by Tweedledum A and Tweedledee B 
(A A and RAC research scholars), might well be , 
followed by “ A criucal evaluation of certain anomahes 
and discrepanaes in conunuity, with special reference to 
anachronisms ” The extracuon of factual data would be 
virtually endless, but, even when every scrap of the 
informauon thus acquired had been assembled, two vital 
points would remain unanswered and unanswerable— 
the quahty of the acting performances, and the entertain¬ 
ment value of the film' 

# * * 

And now perhaps the application of the analogy to the 
current mass of medical publication is clear—namely, that 
the vast majority of all articles and studies on cellular ^ 
function are sinularly devoted to the mmutite of static and 
background detail, wholly divorced from the dynamics of 
hfe Itself Our general failure to appreaate this derives, 

I suggest, from the fact that whereas m the film analogy 
the successive frames represent only two-dimensional 
images of three-dimensional subjects, our biological , 
specimens are three-dimensional entities, accessible to 
laboratory processes What we overlook is that in taking , 
our samples we are removing them from their proper 
context of vital activity in both space and time, and that , 
the steps to which we subject them correspond to cutting , 
out the film-strip figures with scissors, or to scraping off '> 
the emulsion, as a preliminary to closer individual 
scruuny (When a writer on cellular respiration ’’ refers 
to “ properly isolated mitochondria ” one is not altogether ^ 
clear as to the precise criteria of propriety in this matter, \ 
but presumably they approximate to those applicable to a ^ 
properly eviscerated viscus') There is, to o, a further ^ 
7 Glazer, A N Advanc Sa Land 1956, 12, 398 \ 


6 Florey, H W General Pathology, p 10 London, 1958 
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point on which we would do well to ponder namely, that, 
so far as our senses are concerned, the only way in which 
the parucles of cellular protoplasm can impinge on these 
IS as retinal stimuh We stand m the same relationship to 
these particles as does the astronomer to the uttermost stars, 
and at either extreme we see through a glass darkly 

* # 

What conclusions may one presume to offer’ In the 
first place, I think we should emphasise the distmction 
between the accumulation of data and the advancement 
of knowledge The assumlation of a mass of information 
IS a process which can only be earned out by the mdividual, 
and his capaaues are Imuted not merely by considerations 
of mtellect but also by the need to spend part of each 
twenty-four hours m sleep, and ultimately by the span of 
life Itself One does not need to be a Montgomery to 
appreaate that, m a mihtary campaign, advance without 
consohdation spells ultimate disaster from breakdown 
m the hnes of commumcation, and m medical science the 
pomt at which the breakmg stram is developmg is m the 
impossible task of mcorporatmg the essentials of a growmg 
mass of mcreasmgly speaahsed knowledge m the basic 
educauon of the student Indeed, the position of the 
student today—which mcludes us all—resembles that of 
a sohtary dmer confronted with the products of a thousand 
chefs, all simultaneously engaged m produemg a con- 
tmuous succession of cuhnary masterpieces' 

Quite apart from the sheer quantity of informauon, 
there is the even more important matter that, in our 
zeal for continuous advance on every front, we are failmg 
to give adequate thought to our ulumate aims If one 
were to pose the question as to what in fact is our ultimate 
goal, the general answer would undoubtedly be “ the 
conquest of disease ” Having made this reply, however, 
few will trouble to think further about the practical 
irapUcations of their statement (which is widely used 
mdeed the claim is often made that certam diseases have 
already been overcome) To do so, we must first define 
the most fundamental duty of the doctor If, again, the 
pubhc were mvited to specify this, the majority would 
almost certainly give it as “ the preservation of human 
life ” and m this, surely, hes a basic error 
One recogmses of course that current emphasis is 
direaed to “ posiuve health ” rather than to awaitmg the 
appearance of disease, and this is emmently proper durmg 
that greater part of the normal lifetime m which the 
attamment of health is a practical possibility Ulumately, 
however, the doctor encounters arcumstances—terminal 
caranomatosis, semhty with bedsores and mcontmence, 
and other comparable states—in which not only has the 
' ^^'nabihty of “ positive health ” vamshed for ever but 
the preservauon of life itself is equally impossible But 
he sull has his most fundamental duty which is the rehef 
of suffering, m which his obligations are not discharged 
unnl life is exunct In our constant probing into the 
cell, therefore, we must bear m imnd that however vast 
an array of estabhshed fact we acqmre, this knowledge 
vail never ensure the perpetual contmuity of funcuon of 
an> living organism, and it should be clear that our much- 
vaunted goal of the ‘ conquest of disease ” calls for some 
more searching analjsis 

A fact to which we are all too reads to mm a blind eye 
15 the ultimate inevitablitj of death, and in practice we 
reach a point where our efforts to overcome disease 
merge into a futile attempt to postpone death in arcum¬ 


stances where its physical processes are ureversibly 
estabhshed It is true of course that, m the hfe of any 
mdividual, medical mtervention may avert repeated 
dangers, any one of which could have been fatal, but there 
is no such thmg as the conquest of disease The position 
IS directly comparable to the efforts of the Dutch in 
keepmg the sea at bay Their dykes are erected, 
strengthened, and extended Now and agam a collapse 
occurs, with mroads of floodmg, in response to which 
resources are marshalled and the breach is repaued, but 
contmued safety is achieved only by constant vigilance 
and structural mamtenance The ocean is always there, 
and there is no end to the processes of gradual erosion 
and the searchmg out of weak points m the defences, nor 
is time of any account to the sea The same is true of 
disease m all its aspects There is no escape from the 
fundamental tmth that we must all die, and that some will 
die sooner than others This is an imalterable fact Were 
It otherwise, we would have to contemplate a simation m 
which the human body would attain a state parallehng 
that of the “ wonderful one-hoss shay ” of Oliver Wendell 
Holmes, m which, as you will recall, the strucmral 
materials were of such superlative excellence that no 
smgle component wore out before another, so that in the 
final issue there was no localised mechamcal breakdown, 
but a smgle synchronous cataclysmic collapse of every- 
thmg No-one could regard this as an attamable, or even 
a desuable, ideal, and one might ask whether, in many of 
our efforts to lessen man’s vulnerabihty, we are not 
engaging in a vam attempt to deny his mortality—the 
more so at the present time, as a glance at the standard 
tables of life expectancy will show that our current 
average is approachmg the Bibhcal limit of three score 
and ten, a arcumstance m which the hnear graph of the 
effort and cost per umt of further progress describes a 
curve which is now chmbmg almost vertically 

• * * 

At this pomt the reader who has borne with me thus 
far may wish to pose a final quesuon “ If I am suggesting 
that in our efforts to comprehend the hvmg cell, most of 
our activities amount to beatmg our heads agamst a 
brick wall while uttering happy cries, how do I reconcile 
this with the imdemable fact of the enormous and mcreas- 
mg expansion of every branch of science 

I have already exceeded my quota of analogies, but to 
answer this, I ask mdulgence for one more If we can 
picture the individual molecules of a soap bubble as 
sentient enuties, then we have this situation While 
the bubble is bemg blown, they would be aware of two 
factors first, a gradual movement radially, steadily 
mcreasmg their distance from the centre of the sphere, and 
secondly an mcreasmg peripheral tension between them 
and their immediately contiguous neighbours at all points 
—a force imposing a progressive hmitauon on their range 
of local movement At the burstmg of the bubble, 
however, and in the miaoseconds immediately there¬ 
after, the first impact of the event on their consaousness 
could only be by their awareness of a tremendous surge of 
acceleration upwards and outwards, far exceedmg any- 
thmg in their previous expenence, and coupled with a 
sudden release from the resinctive peripheral tension to 
which they had previously been subjeaed 

With this in mind then, let us extend our time-scale of 
microseconds to decades, and subsumte for the image of 
the bursting bubble the pattern of events in medical 
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of a child attempting to pick up a globule of mercury it 
keeps on dividing into smaller globules of varying size 
which can be reconsututed into the original one, and, 
moreover, the number and size of these fractions is not 
constant from one attempt to the next This may well 
have some bearing on the famihar type of statement to 
the effect that “ the co-factor R, hitherto regarded as 
identical with the sub-fracuon XI, has now been shown 
to differ in the possession of a thermolabile constituent 
associated with the ao-globuhn ” All of which simply 
emphasises the fact that in deahng with enuties for which 
the conventional symbols of chemistry are invalid, the 
substitution of arbitrary titles for a variety of intangibles 
solves nothing, and one might pose the question “ Given 
any two points A and B on a linear graph, how many 
intermediate points can be plotted ?” 

It follows therefore that any understanding of these 
matters must be sought not in symbols of chemistry 
but of mathematics—in which we must include the 
fourth dimension of time The problem here is that we 
cannot begin to look for it without quantitative physical 
data on the fundamental particles of matter participating 
m cellular function, yet when we venture to derive such 
data from hving protoplasm, we find ourselves without 
any fixed point of reference to which we may relate our 
measurements Furthermore, when a single molecule of 
protem can involve complexities exceeding our faculties 
of comprehension, how do we presume to proceed to the 
full understanding of the complex of forces binding the 
imlhons of molecules m the cell, and thereafter to the 
balance of forces throughout the milhons of such cells 
m the whole organism? 

The answer is, I fear, that we cannot In considermg 
an entity of almost mfirutely complex relationships, the 
simultaneous comprehension of the whole and the relation¬ 
ship of each constituent part to every other is not within 
the capacity of the human mind And one of the principal 
causes of the current deluge of medical and allied scientific 
hterature is the fact that when the biological investigator 
reaches the point of being unable to see the wood for the 
trees, he is all too ready to attempt to resolve his difficulties 
by embarking on the study of individual leaves! 

# # # 

Having made this point then, I must offer an answer 
to the question implied in my opemng paragraph Is 
It true that, m our scientific “ progress ”, we are moving 
steadily towards an attainable goal, and, if not, what is the 
significance of the ever-increasing activity in research? 
The answer to the first part is an unequivocal " No ”, and 
the reason hes m the answer to the second part As a first 
step to providmg this, I would quote an analogy from 
Florey’s General Pathology ' In referrmg to the difficulties 
of interpreting functional disorder from tissue sections, he 
comments “It is as if a full length cinema film were 
taken, every two himdredth frame extracted, the 
extracted frames jumbled together, and an observer was 
then asked to reconstruct the story of the film from 
them ” By a simple extension this analogy can pro¬ 
vide a comprehensive and convincing answer to our 
question 

Let us consider the course of events if, instead of 
seeing a new film in the normal way, every press critic 
were presented with the full thousand yards or so of 
celluloid strip, with a hand lens, and were instructed to 
extract the maximum amount of information from its 


study, frame by frame, and m doing so, to compare notes 
regularly with all the others similarly engaged It would be 
immediately apparent whether the film was in a modern 
or a “ period ” setting, or whether it dealt with Naval 
warfare, “ Western ” adventure, or “ Big City ” life On 
these prehminanes, there would be umform agreement 
The next step however, would be to identify the actors, 
and here disagreement would soon be apparent—even 
concerning the stars 

That however is only a beginning Next there would 
be the evaluation of the plot and characters of the film, 
and here the observers would enter a realm of pure 
speculation Certain identifjang features would of course 
appear at times, but usually the inspection of consecutive 
frames would give little insight into the human relation¬ 
ships being depicted Nevertheless, our observers would 
evolve various hypotheses based on their scrutiny, and 
argument would revolve around these At a later stage, 
occasional facets of detail would be picked out which 
would compel the abandonment of views which had 
been generally accepted 

“ The observnuon by Snooks (1959) that the Vauxhall car in 
frames 6026 to 6618 is a 1954 model, and not a 1953 model, 
reopens the question of the identity of us driver, as A B 
the actor beheved to have taken tins part died in March of the 
latter year ” 

And so It would go—the scope for speculation and 
argument would expand continually, with the scrutiny 
of ever more minute features of detail—even to the point 
whether the date on the second tombstone on the left was 
1864 or 1866 And of course, special investigations 
might rear their heads “ A review by model, date, and 
registration number of cars and motorcycles appearing 
in street scenes ”, by Tweedledum A and Tweedledee B 
(A A and RAC research scholars), might well be 
followed by “ A critical evaluation of certain anomalies 
and discrepancies in continuity, with special reference to 
anachronisms ” The extraction of factual data would be 
virtually endless, but, even when every scrap of the 
information thus acquired had been assembled, two vital 
points would remain unanswered and unanswerable— 
the quahty of the acting performances, and the entertain¬ 
ment value of the film' 

* # # 

And now perhaps the application of the analogy to the 
current mass of medical pubhcation is clear—namely, that 
the vast majority of all articles and studies on cellular 
function are similarly devoted to the minuti® of static and 
background detail, wholly divorced from the dynamics of 
hfe Itself Our general failure to appreaate tlus derives, 

I suggest, from the fact that whereas in the film analogy 
the successive frames represent only two-dimensional 
images of three-dimensional subjects, our biological 
specimens are three-dimensional enuties, accessible to 
laboratory processes What we overlook is that in taking 
our samples we are removing them from their proper 
context of vital activity in both space and time, and that 
the steps to which we subject them correspond to cutting 
out the film-strip figures with scissors, or to scraping o 
the emulsion, as a preliminary to closer mdividua 
scrutiny (When a writer on cellular respiration ’ reftrs 
to “ properly isolated mitochondria ” one is not altogether 
clear as to the precise criteria of propriety in this matter, 
but presumably they approximate to those applicable to a 
properly eviscerated viscus') There is, too, a further 
7 Glazer A N Advanc Sci Land 1956j 12, 398 


6 Florey, H W General Pathology, p 10 London, 1958 



DECEMBER 24, 1960 


POINTS OF VIEW 


THE LANCET 1391 


point on which we would do well to ponder namely, that, 
so far as our senses are concerned, the only way in which 
the parades of cellular protoplasm can impmge on these 
is as retinal stimuh We stand m the same relaaonship to 
these parades as does the astronomer to the uttermost stars, 
and at either extreme we see through a glass darkly 

* * * 


What conclusions may one presume to offer ^ In the 
first place, I think we should emphasise the disoncaon 
between the accumulaaon of data and the advancement 
of knowledge The assimilaaon of a mass of information 
IS a process which can only be earned out by the mdividual, 
and his capaciaes are limited not merely by consideraaons 
of mtellect but also by the need to spend part of each 
twenty-four hours m sleep, and ultimately by the span of 
life Itself One does not need to be a Montgomery to 
appreaate that, m a mihtary campaign, advance without 
consohdaaon spells ultimate disaster from breakdown 
in the hnes of commumcatton, and m medical saence the 
point at which the breakmg stram is developmg is m the 
impossible task of mcorporaong the essenaals of a growmg 
mass of mcreasmgly speaahsed knowledge m the basic 
educaaon of the student Indeed, the posmon of the 
student today—^which mcludes us all—resembles that of 
a sohtary dmer confronted with the products of a thousand 
chefs, all simultaneously engaged m produemg a con¬ 
tinuous succession of cuhnary masterpieces’ 


Quite apart from the sheer quanuty of informaaon, 
there is the even more important matter that, m our 
zeal for contmuous advance on every front, we are faihng 
to give adequate thought to our ultimate aims If one 
were to pose the quesaon as to what in fact is our ulamate 
goal, the general answer would undoubtedly be “ the 
conquest of disease ” Havmg made this reply, howeter, 
few will trouble to think further about the pracucal 
imphcaaons of their statement (which is widely used 
mdeed the claim is often made that certam diseases have 
already been overcome) To do so, we must first define 
the most fundamental duty of the doctor If, agam, the 
public were mvited to specify this, the majonty would 
almost certainly give it as “ the preservaaon of human 
life ” and m this, surely, hes a basic error 
One recogmses of course that current emphasis is 
directed to “ posiuve health ” rather than to awaiong the 
appearance of disease, and this is enunently proper during 
mat greater part of the normal lifetime m which the 
attainment of health is a pracacal possibihtv Ultimately, 
noweier, the doctor encounters circumstances—terminal 
carcmomatosis, senihty with bedsores and mconunence, 
and other comparable states—which not onl> has the 
1 attamabihty of “ posiave health ” vamshed for ever but 
e preservaaon of fife itself is equally impossible But 
e sail has his most fimdamental duty which is the rehef 
0 s^enng, m which his obhgauons are not discharged 
'^l e^anct In our constant probmg mto the 

ce , therefore, we must bear m mmd that however vast 
estabhshed fact we acquire, this knowledge 
"I ne\er ensure the perpetual conunmn of funcaon of 
Using organism, and it should be clear that our much- 
aunted goal of the “ conquest of disease ” calls for some 
more searching anal} sis 

IS "2 are all too ready to turn a bhnd e 3 e 

^ olumate inentabbrv of death, and m pracace we 
a point where our efforts to osercome disease 
into a futile attempt to postpone death in circum¬ 


stances where its physical processes are irreversibly 
estabhshed It is true of course that, m the hfe of any 
mdividual, medical mtervenaon may avert repeated 
dangers, any one of which could have been fatal, but there 
is no such thmg as the conquest of disease The posiaon 
IS directly comparable to the efforts of the Dutch m 
keepmg the sea at bay Their dykes are erected, 
strengthened, and extended Now and agam a collapse 
occurs, with mroads of floodmg, m response to which 
resources are marshalled and the breach is repaired, but 
contmued safety is achieved only by constant vigilance 
and structural mamtenance The ocean is always there, 
and there is no end to the processes of gradual erosion 
and the searchmg out of weak pomts m the defences, nor 
is ame of any account to the sea The same is true of 
disease m aU its aspeCTs There is no escape from the 
fundamental truth that we must aU die, and that some will 
die sooner than others This is an unalterable fact Were 
It otherwise, we would have to contemplate a situaaon m 
which the human body would attam a state parallehng 
that of the “ wonderful one-hoss shay ” of Ohver Wendell 
Holmes, m which, as you will recall, the structural 
materials were of such superlaave excellence that no 
smgle component wore out before another, so that m the 
final issue there was no locahsed mechamcal breakdown, 
but a smgle synchronous cataclysmic collapse of every- 
thmg No-one could regard this as an attamable, or even 
a desirable, ideal, and one ought ask whether, m many of 
our efforts to lessen man’s vulnerabihty, we are not 
engagmg m a vam attempt to deny his mortahty—the 
more so at the present time, as a glance at the standard 
tables of life expectancy will show that our current 
average is approachmg the Bibhcal hmit of three score 
and ten, a circumstance m which the Imear graph of the 
effort and cost per umt of further progress describes a 
curve which is now chmbmg almost veracaEy 

* *■ * 


At this pomt the reader who has borne with me thus 
far may wish to pose a final quesaon " If I am suggesong 
that m our efforts to comprehend the hvmg cell, most of 
our acuviaes amount to beatmg our heads against a 
bnek wall while uttermg happy cnes, how do I reconcile 
this with the undemable fact of the enormous and mcreas- 
mg expansion of every branch of science 


I have already exceeded my quota of analogies, but to 
answer this, I ask mdulgence for one more If we can 
picture the mdividual molecules of a soap bubble as 

situaaon While 

faaors firtt, a gradual movement radially, steadily 
m»easmg their distance from the centre of the sphere, and 

S penpheral tension beJeen them 

d tteir immediately conaguous neighbours at all pomts 
^ torre imposmg a progressive hmitaaon on their range 
At the bursong of the bubble, 
nfr ^ nucroseconds immediately there- 

Ta ^ impact of the event on their consaousness 
could only be by their awareness of a tremendous surge of 
areeleraaon upwards and outwards, far exceeding an^- 
thmg m then previous experience, and coupled 
sudden release from the restneave peripheral ten-mu 
which they had previously been subjected 

With this m mmd then, let us extend our om 

microseconds to decades, and 
the bursang bubble the pattern o 
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science in the present century The parallel must, I feel, 
be clear, but for added emphasis, it can readily be 
developed The next stage as the pattern unfolds is that 
of 6ur initial evlularation becommg progressively tem¬ 
pered by tlie consciousness that the Science of Medicine 
is no longer a coherent and umfied structure, but a senes 
of isolated bodies without inteicommumcation or co¬ 
ordination, which are becoming more and more widely 
separated, and then by the mcreasmgly disquieting 
realisation that in our own particular unit, while our 
speed continues undimimshed, not only do we have no 
effective control over its degree or direction, but there is 
no sign of any ultimate point of arrival 

In the midst of all that we choose to call progress, 
therefore, it might repay us to reflect that there is no such 
tlung m Natme as a structure—material or social— 
which IS capable of perpetual expansion, and in the 
advancement of knowledge tlie ulumate limmng factor is 
tlie fact that m each succeeding generation the newborn 
infant arrives witliout any legacy of the accumulated 


knowledge and experience of its parents Before the 
summits attamed by the latter can be surpassed, the 
ascent must be repeated by their successors 

* * * 

As to tlie future, I have already presumed too much in 
the role of prophet, but I would venture one comment 
I began by referring to the general attitude towards the 
“cure for cancer ”, which of course is only one facet 
of the ever-increasing demand for miracle drugs ” 
Sun'eying the contemporary scene, one cannot but feel 
that instead of relying on an endless flow of polysyllabic 
orgamc phaimaceuucals, we should be better equipped 
for the years ahead by a plulosophy of hfe which would 
enable us to recognise and accept our hmited tenure of 
existence, and in domg so, to face its end with digmty 
and courage This was not lacking in bygone generations, 
and, as the progress of Nature tends to move in cycles, 
we may, in time, find oui selves gmded towards its 
rediscovery 


Conference sucuon, miunes and infecuons of the chest, and other injuries 

_ which prevented frequent change of position 


ACCIDENT SURGERY 

A CONFERENCE on acodent surgery was held in the 
Royal Faculty of Physiaans and Surgeons of Glasgow on 
Nov 30 to Dec 2 

Causes and Treatment 

Mr William Gissane said that the usual cause of injury, 
very rapid deceleration, had been studied in the United States 
Air Force on jet-piopelled sledges which were decelerated from 
150 to 34 m p h per hour in '/i second, which produced a 
force of 46 2g and 8000 lb load on the harness 

If such a force was not to be fatal, it had to be applied over a 
wide area and not too rapidly Safety-straps must include the 
shoulders, especially for front-seat passengeis The acadent- 
rate per 1000 vehicles on the road was falling, but the total 
accident-rate was rising steadily and would reach 500,000 
injuries per year in the near future Mr Gissane compared the 
admimstiative cost of motor insurance (£23 rmllion) with the 
cost of treatment (£11 million), figures that indicated a false 
sense of values He made a plea foi llie segregation of slow- 
moving traffic from fast vehicles 

Mr William Sillar described tlie chest injury as a clial- 
lenge to modern surgeons which had not yet been adequately 
answered The points which told against the patient with chest 
injury mcluded obstructed airway, haimorrhage, sucking 
wound, tension pneumotliorax, tamponade, mediastinal 
emphysema, and paradoxical movement Mi Sillar was 
disappointed by the patient-triggered respiratoi an intei- 
mittent positive-pressuie respirator was proving better He 
advocated fusion of the chest segment, eitlier by traction witli 
‘ Cellophane ’-covered flex or by fixation by a Kirsclmer wire 
Antenoi-segment injuries were the most severe, and some of 
tliem could be dealt witli by platmg of tlie sternum 

Discussing tlie management of tlie imconsaous patient 
Mr Joseph Schorstein pointed out that unconsciousness 
varied fiom slight concussion to antemortem coma Even 
slight cerebral oedema might lead to incieased intracramal 
pressuie and eventually to coning tiuough the tentoiium 
A comatose patient should not be nursed on his back, but with 
tlie foot of tlie bed elevated 1 he mouth and pharynx should be 
aspiiated fiequently, and physiotherapy used to pieveiit chest 
coniphcauons It might be possible to deal with lespiiatory 
obstruction by endotracheal tube, but only foi 24 hours 
The indications for tracheostomy were failure of pharyngeal 


Reactions to Injury 

Speaking of the metabolic reaction to injury. Prof Thomas 
Symington said that “ traumatic inflammation ” was now 
recogmsed as an endocrine response of the pitmtary-adrenal 
axis, and he described tlie post-traumauc response of the 
adrenal and the secretion of steroid hoimones Aldosterone 
was also produced in shock The negative mtiogen and 
potassium balance found after injury might be due to starva¬ 
tion, low intake of water, or immobihty In fat-embolism 
there might also be an endoenne faaor, a fat-hberating 
hormone 

Reviewmg the biochcrmcal problem of traumanc ohguna. 
Dr J W Chambers stated that ohguna was a normal reaction 
to injury and the urine output might fall to 500 ml per day 
When severe ohguna developed, it was usually associated with 
tubular necrosis Post-traumauc kidney change was often 
assoaated with severe and prolonged ohguna Hypotension 
might be the only cause of the kidney change, but toxuinia was 
also involved in mjury during pregnancy Pure toxic effects 
were seen in carbon-teuacliloride and mercuric-chloride 
poisomng The symptoms of acute renal failure mcluded 
anorexia, nausea and vonuung, diarrhoea, drowsiness and 
restlessness, tachycardia, hypertension, leucocytosis, anaemia, 
tendency to bleed, and defects of heahng The condiuon 
might be avoided by planned and adequate transfusion or by 
correction of depleuoiis 

Dr A C Kennedy divided the treatment of acute renal 
failure into prophylaxis, conservauve management, treatment 
in the diureuc phase, and use of the aruficial kidney 
Prophylaxis was summed up in tlie conuol of haanorrhage, the 
restoration of blood-volume and blood-pressure, the prompt 
removal of damaged tissues, and the control of infecuon 
RaUonal conseivaUve therapy was introduced by Bull and 
otheis, and m modem modifications of tlie regimen the daily 
volume of flmd was 400 ml Caibohydrate was noiy given to 
spare 50% of protem breakdown—about 100 g per day 

Burns 

Mr Ian McGregor divided tlie damage in the acute phase 
of burns into skin damage and capillary damage There were 
three degrees of capillary damage capillary leak, stasis and 
haimoconcentranon (tins stage was irreversible and necrosis 
would follow), and coagulanon Erytlirocytes were 
injuied, and haemoglobinuria nught be produced In a 50 A 
burn, 12% of the red cells might be destroyed The capillary 
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leak was greatest m the first 8 hours and ceased at 48 hours 
Replacement should also follow this rate of flow In general, 
a bum of the adult below 15% and of the cluld below 10% did 
not require transfusion, but prevention of shock was better 
than treatment Mr McGregor preferred plasma as trans¬ 
fusion flmd, tliough occasionally whole blood was required for 
the extensive deep bum, after haemoconcentraaon had been 
corrected, or electrolytes when oral intake was msulfiaent 
There was no satisfactory dose formula, and the clmical state 
should control dosage The first two pints could be given 
rapidly Tlie chnical cntena were pulse-rate, packed-cell 
volume, penpheral circulation, thirst, and unne output 
(50 ml per hour m the adult) 

Shock should be corrected before treatmg the bum Cleans- 
mg should be by detergent (e g, 1% cetmmde) and bhster skin 
should be remoted The method which most efficiently 
kept the bum dry should be used, so that dressmg might be 
needed for one site and exposure for another (the hand should 
be dressed and the face and penneum exposed) The actual 
dressmg was not important but should be adequate m extent 
and deptli, and it needed fixation 
Speakmg on the late phase of bums Mr Thomas Gibson 
said this phase only arose m deep bums The problems were 
infecnon, protem loss, and anremia ^all were aggravated by a 
raw area and graftmg solved them, but these faaors did not 
favour skin grafts The bum slough could be treated by 
immediate or delayed excision, or be allowed to separate 
spontaneously Excision should go down to deep fascia 
Delayed excision rmght start haemorrhage Spontaneous 
separanon took more than three weeks The mfectmg organ¬ 
isms were the streptococcus, which kiUed grafts. Pseudomonas 
pyocanea, which produced a toxm, and the staphylococcus, 
which was becommg more important m bums Protem loss 
might be pamally prevented by gastnc-tube feedmg with 
protem or by mtravenous albunun or plasma Homografts 
from mother or from brothers or sisters to the patient did 
better than from the father, but the advantage of long survival 
must be balanced agamst the disadvantages Cadaver skin 
might be used when it becomes legal to do so 

Traumatic Ischaemia 

Mr George Smith said that ischaemia of muscle might be 
seen early after an mjury but was lecoverable up to 12 hours 
Later colhquanve necrosis ensued, and httle good could result 
from attempts to restore the blood-supply Early exploration 
was Justified, and repair might be by end-to-end suture, by 
lateral artenorrhaphy, or by graftmg Vem grafts were 
favoured for small vessels and ‘ Teflon ’ for prostheses 

Head In;unes 

^ G F Rowbotham said that the mdicanons for opera¬ 
tion m head mjunes might be early (immediate or wathm 
48 hours), mtermediate (2-28 days), or late (after 28 daj s) Early 
indicauons were anoxia, shqck, loss of blood, compression of 
the bram, and compoundmg Intermediate operation was 
indicated by infecnon, mcreased mtracramal pressure, and 
^tation Late operanon was undertaken for chrome signs of 
head mjury, epilepsj, bone defects, aneurj sni, or nerve palsy 
Cerebral anoxia (possibly due to chest mjurj' or inhaled 
vomitus) must first be treated Diagnosis should then be 
attempted and physiological therapy undertaken—replacmg 
blood-loss, adjustmg fluid and electrolyte balance, and ensurmg 
numnon If surgerj was required, defiruuve surgery 
should be done at the first operanon 

Visceral Injuries 

Prof ^ ^ Mackev said that visceral mjunes were 
ard to classify because of coexistent lesions The liver 
tras the organ most commonly damaged, then the spleen and 
e kidnev The danger of damage to solid viscera was htemor- 
age, to hollow vnsccra, infecnon T reatment should mclude 
restoranon of the airway and pulmonarv funenon, control of 


hsmorrhage, stabihsauon of major fractures, and closure of 
ahmenatary defects A large mcision was necessary Ileus 
should be treated by mtragasme Levme tube and mtravenous 
fluids to control the electrolytes 

Orthopaedic Problems 

Mr E A Nicoll, m an account of fractures of the 
upper nbia, dealt first wnth the cause, prevennon, and treat¬ 
ment of snffiiess of the knee The cause was often oedema 
and no unnecessary immobihsanon should be allowed 
Fracture of the nbial plateau rmght be difficult if the para- 
condyle gutters were aSected, but the collateral hgaments 
were rarely mvolved and muted readilv, the classical plateau 
fracture depended on mtact hgaments, mstabihty bemg due 
to loss of the plateau and not to ligament mjury Fracmre of the 
nbial spme was an avulsion fracture and should be reduced 
Air Nicoll desmbed the treatment of stiffness, avoidmg passive 
movement and movement agamst resistance until the last 
stage If there was no improvement for three months, quadri- 
cepsplasty was advised, loosemng the adherent rectus femoris, 
cuttmg paracondylar and mtra-amcular adhesions, and 
correctmg the shortened rectus In 17 cases described, 
improvement had ranged from 30° to 100° 

Prof Roland Earnes discussed fractures of the cervical 
spme The commonest sites of mjury were at the upper 
and lower ends, cord mjunes bemg commonest at c5, 6, 
and 7 The mechamsm of mjury rmght be compression, 
flexion and rotation, or hyperextension Propnoceptive 
sensation was sometimes soil preserved when the sensory 
functions were lost, and this was a good prognostic sign 
Treatment should be skull traction m the axis of the cervical 
spme, usmg Cone’s calhpers When the facets were clear, 
traction was reduced from about 30 lb to 5 Ib and the spmes 
were fused by a cancellous graft Lammeaomy or removal of 
the articular facet was sometimes necessary Hyperextension 
mjury was usually found m the old It was due to bulgmg 
of the mterlammar hgaments and produced a similar lesion 
to that of a prolapsed disc Treatment was rest m bed, avoidmg 
extension 

In the clean mcised wound with section of the nerve. 
Air Arthol Parses favoured primary suture, avoidmg axial 
disonentation He thought that muscle changes were mmi- 
mised by early suture and that fibrosis might be reduced 
In the closed nerve mjury, a waitmg pohey was probably 
justified, but nerve regeneranon took a long time 

Accident Services 

Air Robert Wright tliought that our present accident 
service was poor and outlmed the requirements of a good 
service The mam acadent centres should be few and should 
have access to a speciahst panel The smaller hospitals might 
receive patients back from the mam centre for nursmg after 
defimnve treatment had been completed Staffing should 
be adequate to allow rest periods and refresher courses An 
orthopaedic surgeon would be required but would not neces¬ 
sarily be m charge Trammg of students and general practi¬ 
tioners was reqmred, but no doctor under the rank of semor 
house-officer should be on the staff of an accident centre 
Registrars from general surgery should spend six months of 
their trammg m an acadent post A career accident surgeon 
should tram m all tlie speaaiues 

Dr Cyril Bainbridge, senior admmistrauve medical 
officer of the Western Regional Hospital Board, noted the nse 
m outpatient attendance, manv of them acadents The cost 
of the National Health Service m Scotland hao risen from 
£26 nuUion m 1949 to £52 milhon m 195Q, and the communirv 
was entitled to expea bener casualtv sen ices than it got There 
should be fewer but better accident centres, though local 
opposition could be expeaed to the closure of small umts 
Probably one good acadent centre was needed for each 
200,000 population, it should have a bums imit, direacd bv a 
traumatic surgeon 
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NORMALCY AND THE GAMMA 
EFFERENT SYSTEM 

John H JVIenkes 

M D John Hopkins 

“ No judgment can rightly be formed cither of my method or 
of the discoveries to which it leads ’ —F bacon. Novum 
Organum 

The social, political, and economic upheavals of the past 
two decades have been a great strain upon the central 
nervous system of man, and upon its ability to adapt to 
the daily stresses to which it is subjected * 

Recent experiments demonstrating that only the nor¬ 
mal organism is capable of withstanding the slings and 
arrows of outrageous fortune = have placed a premium 
upon the normal man, and have led to attempts at defimng 
the variables that circumscribe such a biological system 
That a neurophysiological viewpoint might help with 
this vital problem was already postulated by Freud, who 
early in his career predicted that at some future time 
physiological data and concepts would be subsututed for 
psychological ones Es tst dock Alles Ems he is said to 
have remarked after the famous Kitzbuhel Conference in 
1913 on the eve of the Great War ^ 

But in order to approach this problem in a purposeful 
fashion we must first assay a definition of normalcy “ For 
every stimulus the correct response ” is a dictum first 
announced by Jeremy Bentham,^ and one which is as true 
today as it was 120 years ago Proceeding from this defini¬ 
tion we find that it is the incorrect response to a stimulus 
—many examples, too numerous to cite at this point, 
might be given—that distinguishes the abnormal indi¬ 
vidual and marks him an easy prey to environmental 
stresses Of equal importance is the speed of reaction, 
both accelerated and inhibited responses being equally 
pathological ® 


similar to that encountered in the nervous system 
of the ccelenterates, in whom neurotic or psychotic 
reactions are unheard of« However, in 1956 Lowenstem 
demonstrated the presence of anudromic sympathetic 
fibres, which had the abihty to modify mcoming sensory 
messages ” Stimulauon of these fibres both by electnc 
current and by sympathomimetic agents resulted m an 
increased response to the applied sensory stimulus 
When progressively stronger currents were uuhsed, the 
sensory fibres finally discharged without being actually 
stimulated, the result being a clear-cut case of sensory 
hallucinauon 

Inasmuch as touch occupies a relanvely small place 
amidst the welter of stimuh that by their constant inrush 
disturb the serenity of the cerebral cortex, we will now 
turn to the auditorv system, where a sinular situation has 
been uncovered Held, as early as 1893, demonstrated the 
presence of an efferent nerve leadmg from the area of the 
superior olive to the cochlea Being educated in the old 
Viennese tradition,” he lost these findmgs at the Opera- 
ball in 1894, and it was left for Cajal and Rasmussen to 
rediscover what is now known as the olivocochlear bundle 
This tract modulates incoming auditory impulses 
Galambo’s experiments showing that the electrical 
potential of the cochlear nerve may be inhibited by 
stimulating these fibres,’” again demonstrated the degree 
of cortical control imposed upon receptor organs 

These two tracts are only part of what may be termed 
the gamma efferent system It is this system then, that 
is implicated in the normal or abnormal response to 
external stimuli, and which we must further examine in 
order to find those factors which determine normalcy 

DISPROPORTIONATE RESPONSES 

Psychiatric literature abounds with cases which will 
suggest, when examined in this new light, that over- 
activity or underactivity of the gamma efferent system 
may precipitate neuroses or severer emouonal disturb¬ 
ances 


TOUCH AND HEARING 

While there are many types of receptors—extero- 
ceptors, eiiteroceptors, proprioceptors, just to name a few 
—we will by choice concentrate on two systems which, 
according to Harry Stack Sullivan, are paramount in 
determimng interpersonal relationships—namely, touch 
and hearing It is through their help that we can learn to 
understand those factors conducive to a correct response 
to stimulation, and the aberrations which the latter may 
become subject to 

It is well known that stimulation of the pacchionian 
corpuscles sets up a centrally travelling wave of depolari¬ 
sation ® The amplitude of each transmitted impulse is a 
constant one, but, as Adrian has demonstrated so beauti¬ 
fully,’ the frequency vanes with the strength of the 
stimulus, and it is through modulation of the former, and 
variations in the area stimulated, that information as to 
object quality is imparted 

Up to now we have only a stimulus and a correct 
response to it, thus representing a umvariable situation 

1 Selye H , et al Proceedings of the 13ih Conference on Stress, Monte 

Carlo 1958 

2 Steinbeck,! Of Mice and Mazes Arch Calif psych , 1951,14, 211 

3 Adler, A Freud as / Remember Him p 121 New York, 1922 

4 Bcntham, J Speech in support of the first Reform Bill London, 1832 

5 Lao Tse A hasty man is a public misfortune Translated from the 

Chinese m Hong Kong 

6 Gray JAB Sato, M Properties of receptor potentials m Pacchionian 

corpuscles J Phystol , 1953 122 610 

7 Adrian, E D The Basis of Sensation New York, 1928 


An overacDve gamma efferent system is the usual result 
of sensory deprivanon Studies such as those of Lilly,” 
and Meyer ” show that hallucinauons are frequently 
experienced after removal of external sumuli by either 
physical or pharmacological means These sensory 
hallucinations are probably mediated by those very 
sympathetic fibres described by Lowenstem ® Mescaline 
probably acts in a similar fashion, and studies on its 
effects on the gamma efferent system are now in pro¬ 
gress in our laboratories 


Conversely, underactivity of the gamma efferent system 
may make the subject completely immune to external 

stimulation An interesting, perhaps congenital, example 

of such an underactive gamma efferent system has been 
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Coward, N That Happy Breed p 165 Self Realisation Fellowship, 
Los Angeles Calif , 1954 , ,o 

Lowenstem, \V R Sympathetic receptor facilitation J Ph\stol lyoo, 
*32.40 ^ .. 

Held, H . Die zentrale Gehorleitung Arch Anal Eiitv.ii.kiun^sgescn 
1893 p 201 (A most interesting reference The only cop\ extant is 
on the second lloor of the medical library of the University of Wurz 
burg Ring bell and ask for Max ) 

Strauss, J Wine Women and Song , « 

Galambo R Suppression of auditory nerve activitv by stimulation oi 
efferent fibers to cochlea J Neurophys 1956 19 424 . „ 

Lilly, J This IS a marvellous paper Someone told me about it ai a 
cocktail party a few weeks ago but I haven t been able to hunt up tne 
reference m time for publication , 

Meyer J S Greifenstem T Devault M A new drug causing symp 
toms of sensory deprivation J nerv mens Dis 1959 29 54 
Huxley A Menkes J H Cruchley M The neurophysiology ol 
mescaline Bram (in the press) cu-i-pc 

Blow winds and crack your cheeks' Rage* Blow' &c bnaxes 
pearc W Kmg Lear lli, 2 
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recorded bj Mahler Her famous case, Lotta, shoved 
markedly diminished pain sensitintj to the pomt vhere 
one da\j out of pure mahce, she scorched her bps on a 
glowing cigar-hghter 

Thus It is the dispropomonahty between the mput and 
the outflow of this gamma efferent system that is respon¬ 
sible for those deinations from normalcy noted m the pre¬ 
sent generation, and for acts performed which are at 
vanance with the stimulus mciting them (eg, “ beat¬ 
niks ”) Whj such an important neuronal sj stem should 
behate m as errauc a manner as it does, is not evacth 
dear at this time One possibihtj is that some of the vital 
relaj systems along its paths have become invaded mth 
a hat ive have termed nonconformmg neurons, such as 
prenouslj described for the optic system 

Should ve accept such a hi'pothesis, ve then acknow¬ 
ledge that the schizophremc reacnons are not directh due 
to defects on a molecular or enzymatic let el, but are the 
result of disrupnon on a higher (i e , on a neuronal) 
orgamsauonal plane 

Such a theorj is t ery disturbing, espeaallj in the hght 
of the innumerable papers (discretion will not allow me to 
cite references at this pomt), which are concerned with 

M S Child Psjchosis and Schizophrenia Psy choanal Study 
Child 1952 7 286 

IQ Pnnce Charming S17 85 F O B Sew "^ork. 

19 Me’^es J H Progressi\c non-conformisra m the laie-al geniculate 
nucleus of man. Lancet 1958 u 1368 


THE 

GEKOCHTEUNDGEBROCHENEEIERSCHALE 

PHENOMENON 

Mechamcal and Physiological Factors 
Brian* Maegraith 

Denahiratiois by heat of the protem content of the 
encapsulated ovum (or egg) of Gallus domestmis has been 
frequentl 3 demonstrated, but a difficult 3 encountered m 
all experiments has been the frequent appearance of the 
Gekochteundgebrocheneeierschale phenomenon 
Makewater (1959) has now advanced evidence that in 
the normal encapsiilated ovum a compartment of gas is 
itnpnioned immediately beneath the outer calcareous 
envelope The well-known law of thermodjuamics which 
states that gas will expand when heated and if confined 
wifi exert proportionate stress pressures on the confinmg 
medium has been found to apply to the ovum when it is 
exposed to heat, espeaally m the region of 100"C The 
lines of force exerted and their stress patterns in the 
continuum of the solid envelope are such that inverted 
implosion mav become mamfest 
Dismtegrauon of the calcareous env elope and consequent 
escape of the protem matrix durmg the process of iiber- 
^allen, as Wirtschafterm (1958) designates it, are the two 
cardinal features of the whole Gekochteuncigebrochene- 
eicrschale phenomenon Makevvater’s contribution to its 
control IS based on the hvpothesis that the phenomenon 
could be inhibited by the creation of amficial escape paths 
or canals for the enclosed gas, thus obviating hyper- 
vnamic overloading at the pressure surfaces Hus was 
accomplished bv drilhng a critical aperture m the mterface 
etneen the envelope, the internal ovum, and the hquid 
environment Tnal experiments showed that an arnficial 
communication between the gas-contaming compartment 
m the region of the rounded termmant of the egg-mass 
^ed as a true Gekochteundgebrocheneeierschale mhibitor 
^ ^'^e was achievecTbv thermodvnamic-gas hquid 

9 U 1 ibnum w hich prev ented autoclv sis 


determmatioas of cseruloplasmin, neuraminic acid, trvpto- 
phan metabohsm, protein centrifugation patterns, &c, 
&.C 3 all of which are found to be abnormal in schizo- 
phrema, statistically speakmg that is 

Yet, gomg back to primary causes, ev en the organisa¬ 
tion of the central nervous system is genetically con¬ 
trolled, and therefore depends on enzymatically directed 
reactions occumng mainlv, or perhaps even exclusively, 
dunng the developmental phases A cnncal reaction 
might not be able to proceea during this period, resultmg 
m an organisational defect of the gamma efferent svstem 
Such a defect, w’hich has as its main abnormahty a dis¬ 
proportionate response between input and output, w ould 
be m manv wavs similar to, but mfimteh more subtle 
than, the orgamsauonal defects seen m nucrogvna for 
mstance 

FORTHCOMING WORK 

In conclusion, we must apologise to the reaoer, to the 
editor, and perhaps even to the printer, for having gone 
so far astrav Starung woth a neuron, we have jumped in 
and out of afferent and efferent tracts with results vv hich 
unencumbered by data, recall Pirandello’s Cosi e,seii pare 
(It IS sc, if vou think so) A fuller discussion of this con¬ 
cept and Its apphcanon to scienufic data and their mter- 
pretauon vviU be forthcommg (Pirandello and Scienufic 
Research) 


Our own experiments confirm Makewater’s observa- 
uons 

experimental 

6 recently delivered enveloped ova were divaded into three 
experimental groups of 2 each On three successive davs one 
group was immersed m cold water and raised to 100 C for two 
minutes Of the 6 samples, 5 developed extensive envelope 
stress patterns mvolving the escape of protein into the liouid 
emoronment One sample became “ poached (Perkins 1056) 
Over a further period of three davs three batches each of 
2 enveloped ov a were heated in the same manner In each case 
before heatmg, a Makewater canahsauon was performed in the 
rounded terminant The results were remarkable stress signs 
were absent and denaturauon was absolute 

To determine the relauve gaslliqmd mterchange charac- 
tensucs, a control group of enveloped ova (or eggs) were 
canalised as above, heated to lOO'C for two minutes, and then 
plunged into cold water coniaimng blue dve (Parker and 
Stevens 1910) The mtradural cavaues of each egg accepted 
some of the pigmented flmd, thus provmg Charles s law 
Controls, canahsed in the pomted (as distinct from the 
rounded) temimant, w ere consistentiv depnv ed of protein to a 
degree which led to the condmon described bv Edelweiss as 
henorgebrochen 

DISCUSSION 

With a vaevv to controlhng the amount of gas and its 
distnbuuon vnthm the envelope of the ovum, ortho-oval 
procedures have been suggested 

Addelhauer (1959) has raised donors on a diet of bicarbonate 
of soda and acetic acid, and claims that bv certain postural 
arrangements he can distribute the gas wherever he so desires 
wathin the envelope or shell In this wav he has been able to 
distribute the gas equallv at either end of the egg In these 
arcumstances, of course, a Makewater canalisation at either 
end would serve its purpose during the process of denaturatioa 
Agam, certam authonues have proposed that the gas 
compartment might be redistributed wathin the envelope 
bv manipulauve mversion wathin the cloaca at the time of, 
or shortlv preceding, debverv Standard obstetnc tech¬ 
niques, including the use of forceps, hav e been proposed 
for this mampulation 
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Such problems have not escaped the notice of gene¬ 
ticists For instance, Eierkopf (1958) and Kuru (1957) 
have pointed out that there are strong indications of the 
possibility of the appearance of allelomorphic mutants 
which are determined by mendelian dominant trans¬ 
mission associated with incomplete se\-determined genes 
which are themselves dependent on relevant chromosomic 
deficiencies 

The importance of this cannot be underestimated Thus, 
It IS clearly possible that allelomorphic mutants may arise 
which determine the deliverj of an egg which is equally 
rounded (or equally pointed) at both ends If such a 
mutant were produced it would inevitably be necessarj 
to combine with it an equal distribution of the relevant 
gas bubble, since if the gas were confined at one end only 
It would lead to inconsistency in dehvery pattern More¬ 
over, if each end were equally rounded and was, moreover, 
equidistant from the other end, it would be impossible to 
apply successfully the Makewater techmque of canalisation 
m more than the appropriate mathematical chance ratio 
(p— <) In such circumstances incubation at adequate 
temperature, even though it led to denaturation, would 
not be without risk of the generauon of the Gekoch- 
teundgebrocheneeierschale phenomenon 

On the whole, we recommend that genetiasts should 
refrain from breeding allelomorphic mutants unless they 
are prepared to develop parallel allelomorphs in donors 
and operators alike 

SUMMARY 

If you prick the thick end of a hen’s egg, it won’t burst 
when you boil it Das tst sum brechen 


Public Health 


Rehousing the Disabled 

In his report for 1959 ' Dr J A Scott, medical officer of 
health to London County Council, stresses the difficulty of 
selecting families for rehousing on medical grounds In 1939 
1000 applications backed by medical certificates were received, 
and, in 1945, 450 But in 1950 they numbered 44,000 An 
analysis of 1000 certificates in 1947 showed 20 to be genuinely 
urgent, and 40"„ less urgent, the remainder contained no 
grounds for action In 1948 a similar analysis gave percentages 
of 10, 35, and 55 respectively 

Clearly general practitioners were under pressure to produce 
certificates, and from 1957 onwards the Council asked doctors 
to send a letter instead, describing any serious medical condi¬ 
tion which rehousing might benefit Between 40 and 50 letters 
a week are now received, practitioners agree that the new 
system is an improvement 

Between 1945 and 1955 the Council rehoused 75,000 families, 
owing to the growing lack of building sites slum clearance 
must have priority, but some accommodation is still set aside 
for medical cases 

When a doctor’s letter is received, a health visitor is sent to 
obtam further details, and, whenever necessary, a public-health 
inspector also reports on the premises The medical officer at 
divisional level decides whether the application is justified, and 
the decision to nominate for accommodation is made by the 
county medical officer of health or his deputy Nominations are 
then submitted to the housing committee, which considers all 
the information thus made available 

In three years, 521 cases have been recommended for 
rehousing because of pulmonary tuberculosis, and 1122 for 
other medical conditions In more than half the cases applica- 

1 Report of th^ County Medical Officer of Health and Principal School 
Medical Officer for 1959 London Counw Council Obtainable from 
the Information Bureau, County Hall S E 1 Pp 166 4s 


tion IS made for accommodation on the ground-floor This is 
not always possible, often only first-floor accommodation is 
available Of the first 600 non-tuberculous cases nominated, 
174 had locomotor disorders and wished to avoid stairs of 
these, 30 living on upper floors had had amputauons, 41 were 
arthritic, 40 had lower-hmb pareses (poliomyelitic sequela:), 
and 31 had disseminated sclerosis Cardiac conditions num¬ 
bered 164 Often the exertion involved in climbing stairs to 
a third- or fourth-floor flat within easy reach of the place of 
work must be weighed against a long and tiring journey to a 
distant ground-floor flat Priority in cardiac cases is given to 
those still working and to young mothers bringing up a family 
Many patients rehoused may not benefit greatly themselves, 
but the overall improvement in their family’s living condmons 
may be considerable Some refuse offers of rehousing Higher 
rent is one reason, disappointment at not being offered new 
premises another Localities must be chosen where the 
families’ personal contacts will not be severed 

Dr Scott concludes that it is difficult to lay down an> 
rational set of rules for guidance rehousing is less of a scientific 
process than an exercise in the practice of the art of medicme 


Mental-hospital Admissions by Area 

The General Register Office has classified according to 
the administrative areas in which the patients lived the 
88,943 admissions to mental hospitals in England and 
Wales in 1957 ’ The cases are also classified according to 
sex, 5-year age-groups, and diagnostic categorj and into, 
first or subsequent admissions Admission-rates can 
be deduced from the Registrar General’s population 
estimates for 1957 


While 3 Cardiff residents of everj 1000 went into a mental 
hospital (the highest rate), only 1 2 per 1000 did so in Man¬ 
chester Wider use of domiciliary, day-hospital, and general- 
hospital facilities must have contributed to this very low Man¬ 
chester figure High rates did not characterise industrial areas— 
in fact, in Cornwall and Norfolk (2 5 and 2 1) the rates were 
substantially higher than in Staffordshire and Durham (1 7 
and 1 6)—but in general the rates were higher in town than in 
country The highest figures for London boroughs came from 
Stoke Newington (2 9) and Stepney and Chelsea (both 2 8) 


The diagnostic categories are schizophrenia, manic- 
depressive reaction, senile and presenile psychoses, other 
psychoses, psychoneuroses, character, behaviour, and intelli¬ 
gence disorders, and other Manic-depressive illness (32 7% 
of admissions) oumumbered any of the other six categories, 
with the usual preponderance of women and a peak age of 45 
In schizophrenics (20 2% of admissions) the peak age of 
admissions was ten years earlier, and the sex-distribution was 
about equal In London the proportion of schizophrenics was 
higher (28%,), but the proportion was greatest in Manchester 
(36“o), rural proportions were lower—e g, in Cornwall (11%) 
and Hertfordshire (9°o) 


Unfortunately mental subnormality is grouped with 
disorders of personality and behaviour, and the figures 
on which the report is based are but a funcuon of the 
administrative and diagnostic practices in each area, so 
that regional differences must be interpreted with cauuon 
Thus the report is primarily of admimstrative interest 
The incidence of mental illness m the population is a 
subject in which we lag behind other countries Data 
showing the changes from year to year would be useful, 
as would correlation with other variables—for example, 
bed numbers, average length of stay, day-hospital services, 
non-statutory beds in general hospitals, and consultant 
sessions Nevertheless, this report provides valuable 
pointers to fields in which closer study might be most 
rewarding __ 


Areas of Residence of Mental Hospital Patients .Snid tneji Popul 
Subj no 16 H M Stationery Office, 1960 Pp 177 15r 6a 
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In England Now 


A Rimmng Commentary by Penpatettc Correspondents 


Most of the other girls leaving school that jear hoped to be 
nurses or secretaries, but I wanted to be a cucus iidei There 
uas nothing else for me to do Not in the war of a career So 
nhen tnt headmistress persuaded me that it «as impossible, 
I shrugged m> shoulders and said, “ Oh m ell I’ll have to get 
mamed and have six children ” 


I took m> children to the circus for their Christmas treat 
It was their choice but I was pleased They all laughed when a 
dwarf squirted water from the top of his head The boys liked 
the tigers and the clowns But when a big white horse 
sauntered round the ring and a girl in sequms turned somer¬ 
saults on his back, I glanced at my daughter, Emmeline There 
was a look iii her ey es that I had never seen before 
The dwarf who squirted water from his head jumped up and 
down in front of us and said, mysteriously, “ Your turn will 
come” While two shimng acrobats writhed m a crescent 
moon high above our heads 1 saw, m the darkness below, 
five men, a tall pole, a long rope, and a pullev When the hghts 
went up the ringmaster said, “ Now we want a member of the 
audience to do some bareback ndmg ” At my side, Emmehne 
gasped, half rose to her feet “Anyone over the age of 
eighteen ” " Oh,” moaned Einmelme “ I’m only six Even 
the boys aren’t eighteen ” “ Will any gentleman m the 

audience come forward ’ And it doesn’t have to be a gendeman 
Perhaps a lady would like to try ’ Come along Come along ” 
“ Go on. Mummy,” whispered my eldest “ It’s the chance 
of a lifetime ” 


I stood m the rmg Too late I remembered my straight, 
tight skirt, but I comforted myself with the knowledge that my 
legs were still presentable They tied a broad leather belt 
around my middle and hooked me to a rope Across the pulley 
a man held the other end The big white horse cantered m 
The gates closed “ Now,” said the ringmaster “ Run and 
Jump We won’t let you fall ” 

I ran and jumped and missed Not a hope Screams of 
laughter Wolf whistles “ Try agam ” I tried This time as 
I jumped I floated through the air and managed to grab the 
two handles on the horse’s back I was up astnde My skirt 
slid upwards Nylons, suspenders, more wolf whistles But 
I didn’t care Round and round we went I knew this was the 
hfeforme “ Now on your knees'” Easy I held on ught and 
Pvisted I vvas kneehng, quite secure on that broad white 
back I could even see the faces m the half-hght as vv e circled 
I grinned at my children Emmelme’s mouth hung open 
Now on your feet'” This wasn’t so good But the friendly 
tug of the rope as it tightened across the pulley gave me 
confidence In a moment I would be there, standmg up, 
perhaps even dancing Just a question of balance Now Up 
Go It slowly Take care Up Now, let go 
I swayed and moved my leg outwards to keep my balance 
But I forgot my skirt The rope jerked as I grabbed at the 
tandles The vv orld turned over and I svvomg through the air 
ar away 1 could see the horse still cantermg round the nng 
swung back across his head, and below I could see the faces 
u my children, the boys laughmg, Emmehne vvomed Then 
swung aw ay agam, danghng helplessly in the air 1 he mother 
° 5UV vvho wanted to be a circus rider 
"Phe boys are still very proud of their mother, which is 
comforting But Emmehne hopes to be a nurse when she 
grows uo 


• • • 

Yesterday I came across a httlc-knovvn side-effect of 
systemic pemcillm therapy A patient wnth an infection of the 
Upper respiratory tract vvas advnsed to have penicillin bv 
miecuon He agreed, but asked, “ Can I have it m mv right 
doctor5” “Certamlv, are you left-handed’’ “No 
ut w hen 1 hav c it m mv left arm my watch stops ’ 


Let’s make it a National Health Service Christmas—jom our 
Chnstmas Club and shop at the surgery' Ask vour Doctor 
NOW for vour tree copy of the Mmistry of Health’s fabulous 
800-page illusuated catalogue of Special Shillmg Gift Parcels' 
YOU choose them, we send them' May we suggest 

The Home Surgeon Kit —Create your own emergencies for Ward 
10' Contents include set of tools and complete instrucuons—e g, 
“ Your gallbladder and how to remov e it 

The Hypochondnae’s Hamper —Contents include 250 tranqmllismg 
capsules (witli the exciting new centres) and choice of twelve 
disconcertmg Aperients Also Stomach-pump, A c or D c (w ith 
little robuis on tlie lid, postage and packing extra) One copv of 
H M S O pubhcation Ho^ to tell Holj You Are 

The Gay Deceuer Gift Parcel —Contents mclude V/ig (choice 
of SIX smaslung styles, including the chrysanthemum, etc ), one pair 
rose-coloured spectacles, one set dentures, deaf-aid, and choice of 
artificial limb and/or kidnev, glass-eye, elastic hosiery or corsets 
One copv of H M S O pubhcation What Are Little Girls Made Of 
The Soho Speaal —Packed in handy cosh-sized Christmas stock- 
mg Contents include razor witli spare blades, brass knucks, nme 
inches of bicy cle-chain, and a packet of assorted vv ound-dressmgs 
Also vouchers for free ambulance get-vou-home servnce, six novel 
suggesnons for ahbis, and a psy cluatnst s certificate guaranteeing 
the bearet is not responsible for anvtlung 

Customeis will tlinll, too, at the Mmistiv’s stickv Yule-tide 
labelsjbearmg seasonable gieetmgs, such as “ One tablespoonful 
three tmies a day m watei ” and “ Stow away from Boilers ” 
Geueial Piactitioiiers of comse can liaidly wait for details 
of the Mmistry’s compention for Ye Beste Decorated Quamte 
Olde Englysshe (Biitisshe) Waitmg-Roome, witli contemporary 
penodicals 

There will be mspecnons of aU Fesave Premises to detea 
any reactionary deviatiomsts and to ensure tliat ov er Clinstmas 
such premises are kept open day and mght, wnth the General 
Practmonei greeting the customers by emergmg fiom tlie 
waitmg-room fire-place disgmsed as Fatlier Clinstmas 
• * 

During last week’s ramv weather it vvas reponed that the 
angels in Regent Street had all mystenouslv developed 
abdonunal distension and swung m apparent celestial preg¬ 
nancy above the millmg shoppers Mi Beverley Pick, their 
designer, vvas greatly disturbed by their changed appearance, 
and treatment was mstituted by attachmg a sharp spike to the 
end of a long pole vvluch vvas then thrust mto each angehc 
abdomen But does not this treatment by remote-control 
paracentesis suggest that the true diagnosis should reallv be 
Pick’s disease’ » * * 

I am a great behever m toothpicks Smce I began usmg them 
three or four years ago I have had no canes whatever I 
suppose dentists do not advocate them more freely because of 
the nsk of their bemg used ill-manneredly Perhaps tlie tooth¬ 
pick IS m a position opposite to that of war, which Oscar 
Wilde said would have its fascmanon as long as it vvas regarded 
as wicked when it was looked upon as vnilgar, it would cease 
to be popular Let us, then, hav e a campaign to emphasise die 
toothpick’s excitmg associauon wath wackedness let each 
Sir Jasper m every melodrama be a fiagrant user of Uiese 
dastaidly mstruments 

* • • 

My first Chnstmas card of this season came from a fnend m 
New York My apprecianon of this Yulcnde greetmgs vv as onlv 
a hide marred by die bold postmark on the envelope—Report 
Obscene Mail to y our Postmaster 

• • • 

CAROLS FOR PST CHUTRISTS 
I 

Hurrah for crime and sex anomahes, 

Perv ersions all and problem famihes. 

Without which at this festival 
We would not have the wherewithal 
n 

To comfort alvvavs is our task I hear. 

But trauquilhsers now give vvay to beer 

And from neurones sad or fnskv f 

Thankfully I turn to whisky 
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THE CASE AGAINST 
TRENDELENBURG’S POSITION 

SiRj—have been waiting for others to scramble mto 
the arena and pick up the glove trailingly thrown, not 
only by your annotation, but also by Dr Inghs in your 
issue of Dec 10, and previously by Dr Inghs and Mr 
B N Brooke '■ 

From Celsus (40 Bc) and Abulcasis of the 11th 
century, down to Percivall Pott of the 18th, and modem 
times, the semi-inverted posiuon has been used for the 
treatment of abdominal injuries and replacement of 
intestine, for the simple reason that the anaents 
mstincuvely recognised that this posmon induced a 
negative pressure in the abdomen It was, however, 
Friedrich Trendelenburg (1884-1924) who first observed 
that “ when the peritoneal cavity is opened with a patient 
at an angle of 30-40 degrees, a negative pressure sucks air 
mto the cavity with an audible soimd, and as a result 
the intestines bunch together in the epigastrium, so causing 
no concern to the surgeon ”, and he goes on to state 
that “ every step of a pelvic operation can then be 
done under direct vision ”, a thing which is absolutely 
true 

In a long career and experience of many countries, I 
have yet to see the postoperative shock or cardiovascular 
and pulmonary disasters experienced in Birmingham 
from the use of the Trendelenburg position in these days 
of skilled ansesthesia and relaxants Certain it is that a 
moderate inverted posmon is essenual for a Wertheim or 
any high-class difficult surgery of the tubes Moreover, 
as was shown by Spalding in his classic paper * which %vas 
backed by Sir Heneage Ogilvie, when such patients are 
put back to bed in a prone posmon rather than Fowler’s, 
drainage, and particularly lymphauc dramage, is better 
and recovery more speedy, with less risk or inadence of 
thrombosis and embolism 

If there be any banishing, by all means let the gynieco- 
logist give up the cosmetic bikini-wishing Pfannensuel 
(1862-1909) incision This indeed is a real relic of the bad 
old days of anaisthesia, possessing muluple disadvantages, 
the greatest being that removal of the large tumour and/or 
complicated pelvic surgery is made a mghtmare of 
inefficiency Indeed, unless both recti are really cut 
across it is impossible to see or do properly any delicate 
or complicated work with that celerity and bloodlessness 
that modern technique demands 
London, \V1 V B GREEN-ARMYTAGE 

Sir, —Apart from the six objections—respiratory and 
cardiovascular comphcations, calf-vein thrombosis, nerve 
injuries, late shock, and an irritated ansstheust—men¬ 
tioned by Swain,^ there is another possibihty referred to 
by Abel and Lewis They described local baldness in 
eight women who had had long gynaecological operations, 
mostly with Trendelenburg tilt The baldness was 
fortunately reversible The histological changes seen in 
the skin could be reproduced experimentally in cats by 
circumscribed pressure on the head 

Amsterdam _ T WlLHELMUS 

1 Ingijs J M Brooke B N Brtr med 3 1956, u, 343 

2 Spalding J E Lancet^ 1946, i, 643 

3 Swam J Med 3 1960 ii 536 

4 Abel R R Lewis, G W Arch Derm Syph 1960, 81, 34 


CHEMOPROPETBLAXIS IN CHRONIC BRONCHITIS 
SiRj—I would be grateful for a chance to comment on 
your leadmg arucle of Dec 10 
Of course the chronic bronchmes described in the 
Swiss trial improved they had been removed from their 
usual environment and were getting rested in hospital 
The drugs they received were of mmor import 
But what of the chrome bronchitic in his normal 
(“ normal ” in the sense of “ usual ”) habitat ? 

There he sits, poor fellow, m his damp house, with 
factory and power-stauon chimneys all around He’s been 
at work all day, quemng m the rain afterwards for an 
overcrowded bus On the mantelpiece, withm easy reach, 
IS a jar full of ‘ Ommmycm ’, and he has been told to keep 
on eaung them for the next few months 
It’s all like Grandma’s Daily Purge to keep her Bowels 
Movmg 

London, SW 11 R WINSTON 

HOSPITAL SHOPS 

Sir, —I am impressed by the argument in your 
correspondence columns of Dec 3 and 10 concemmg 
the illogicality of the sale of cigarettes m hospital shops 
I have discussed the matter with a number of my 
colleagues who are all, I find, in general agreement with 
the prmaple involved 

There are, however, a number of modifications m the 
views expressed dependent on the special interests of the 
doctors concerned The ophthalmologist feels that cheap 
books %vith small print are undesirable the psychiatrist 
is doubtful about the large print in the newspapers the 
rheumatologist, paidiatrician and diabeuc physician agree 
m condemmng the sale of sweets and chocolates The 
casualty surgeon, notmg the mcreased incidence in 
domestic burns, would prefer that matches be not sold 
It was a misanthrope who suggested “ Get well ” cards 
were also illogical 

Pro BONO publico? 

RADIOLOGICAL HAZARDS TO PATIENTS 
Sir, —I should like to go further than Dr Gibson 
(Dec 3), who re-emphasises the dangers and inadequacies 
of fluoroscopy in the detecuon of early pulmonary 
tuberculosis, and suggest a complete reappraisal of the 
value and limitaDons of fluoroscopy generally in diseases 
of the chest 

Apart from its rare use in detecting abnormal movement 
of the diaphragm and irregular cardiac behaviour, it is 
doubtful whether fluoroscopy should ever be used as a 
prelimmary measure 

The safer procedure is to obtain a postero-anterior 
radiograph first, supplemented by further projecuons and 
possibly fluoroscopy as indicated by the imtial radiograph 
Intrinsic disease of the oesophagus, of course, is an mdica- 
tion for fluoroscopy 

It should be reahsed that the use of image mtensifiers, 
whilst giving a greater illumination of the field and reducing 
the dose to the patient as compared with convenuonal 
fluoroscopy, still leaves unsatisfied the requirements of a 
permanent record and a rough idea of the radiation dose 
received by the pauent 

Sheffield THOMAS LODGE 

Sir, —^Your leader of Dec 10 imphed that the manu¬ 
facture of diagnostic machines as alternauves to radiological 

equipment (i e , foreign-body locators) is now contemplated 

in this country 
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Your readers will doubtless be interested to learn that 
this matter has engaged our attention and research for the 
past two and a half yearsj and that a foreign-body locator 
IS now in production While one of the nutial production 
batch was in use at a leading Midlands hospital, recom¬ 
mendation was made for us to attend the physics depart¬ 
ment of a London hospital particularly mterested m this 
subject, with a view to adaptmg our taiachme for work 
other than the purely ophthalmological uses for which it 
has been primarily designed 

Accordingly the machme eqmpped with only the 
standard ophthalmological probes was tested for locauon 
of a needle fragment m a patient’s back The test was 
immediately and outstandmgly successful, as a result of 
which further speafically designed probes are bemg 
prototyped for location work on parts of the human body 
other than the eyes 

This company will be happy to reply to all mqmries 
concenung the detailed specification of this foreign-body 
locator 


London, 1 


F N Ham 

General Manager, 
Keeler Optical Products, Ltd 


COST OF THE HOSPITAL SERVICE 
Sm,—A daily newspaper has drawn the attention of its 
readers to the alamung nse m the cost of the Hospital 
Service I suggest that the fault hes partly m the Govern¬ 
ment’s amtude to general pracuoners m this country 
The cost of the Hospital Service together tvith the long 
penod of waitmg for outpatient appomtments could be 
reduced m two ways 

Firstly, pathological and X-ray facilities should be availaole 
to all practitioners 

Secondly, some form of grant and mducement payment 
should be made to general practitioners who wish to do their 
own minor surgery This would allow the consultants more 
tune to devote to Ae more important cases while allowing the 
young practitioner to exercise the skill he acquired when domg 
his numerous house-jobs, which is at the present moment 
entirely wasted 

Newport ^ 

Isle of Wight J A C Terry 


POSTPARTUM PRE-ECLAMPSIA 
Sir,—D r Salzmann (Dec 3) is largely though not 
essenuallv in agreement with my hypothesis 
He agrees that (a) comcosteroid mcrease is not of primary 
significance m pre-eclampsia, (6) the contractmg uterus post 
Partum and mtrapartum provokes renal isch$mia, and (c) 
fit^metnne heightens uterme activity 
He differs from me m behevmg that the products of decom- 
Pwition of the red infarct provoke renal ischaemia, whereas 
a\ e shown that the resistance to stretch of the my ometnum 
IS responsible for this renal change m pregnancy and post par- 
j ’ experimentally and from climcal data Franklm 
I have further shown that renal ischsmia can be produced 
' nephrotoxins even to the extent of a complete renal shut- 
own, and Dr Salzmann s view based on Professor Young’s 
ODservation cannot be enurely demed 

ut we do know that red mfarcts are present without pre- 
ampsia accompanynng them, while the toxtcmic state can 
th meir entire absence, and there is no correlation betw ecn 

used degree of to\£emia Neither can they be 

to explain the difference m mcidence of pre-eclampsia m 
Pnmipane and muluparm 

2nd\ raises the pomt that even m the premature 

fg small babv toxaimia can supervene and thereby appear 
Pset the utcrorenal thesis This apparent contradiction 
0 oxplamed bv the foUovvmg facts The kidney of chrome 


hyfpertension (m which evidence is accnimg of renal ischsexmc 
changes i) would reasonably be expeaed to be more responsive 
to the uterorenal reflex, the vascular effect on myometrium 
showing chrome hypertensive changes would be earher and 
more marked and foetal growth thereby impeded This is 
supported by the bnlhant research of Mr G W Theo¬ 
bald, who, m mterruptmg the uterorenal reflex pathway by 
denervation of its tract, succeeded both m mcreasmg the foet^ 
size (and securmg suability) and m preventmg toxserma, hitherto 
an accompaniment of these pregnancies 
Worthing J SOPHIAN 


BLOOD-CHOLESTEROL AND ASPIRIN 

Sir, —In a prelimmary commumcation (Nov 19) 
Dr Eidbtz reported that aspirin (1 5 g daily) reduced the 
blood-cholesterol level m 10 patients with cardiovascular 
disease In a group of 21 hypercholesterolsermc patients, 
to whom aspirm was admimstered for eight weeks, we ® 
found that doses of less than 4 g daily usually faded to 
lower serum-cholesterol More than 5 g of aspinn 
dady produced a significant and consistent fall m serum- 
cholesterol but no change in the cholesterol-phospho- 
hpid ratio or the beta-hpoprotein cholesterol These 
observations also mdicated that dunng aspmn therapy the 
serum-cholesterol levels are mversely related to the level 
of serum sahcylate With a dose of 5 g aspinn dady, the 
madence of side-effects was so high that we did not think 
that aspinn was a pracucable treatment for the reducuon 
of hypercholesterolsenua A satisfactory explanation of 
these contrastmg findings is not immediately obvious 

W D Alexander 

Glssgow ^ ^ A4a CD OUGALTi 

M F Oliver 

Edinburgh. O S BOITD 


MENTAL OBSERVATION WARDS 


Sir,—^A lthough I am more concerned myself with the 
psychological conclusions to be drawn from mental 
observation-ward practice, I think Dr Gooddy and his 
colleagues (Dec 10) may be mterested m a clmical table 
of panents seen m the umt at St Francis Hospital, East 
Dulwich, dunng part of the years 1949-50 ® 


Stone House, 
near Dartford 
Kent 


J P Crawford 


" THEY NEVER TELL YOU ANYTHING ” 

Sir,—I agree with Dr Loudon (Dec 3) that the “ of 
course they never tell you anythmg ” of those patients 
that leave hospital is seldom true m its literal sense—but 
not always Everybody knows that many panents leave 
hospital with httle knowledge of what is wrong with them, 
because somebody has forgotten or failed to explain to 
them their diseases m plam language 

Everybody talks as well of how overcrowded the out- 
panent department is, but this is no excuse for the many 
who saj they cannot waste ume explainmg “ everythmg ” 
to the panent 

All everv panent wants to know is the answer to the 
quesnons (1) what is WTOng with me (2) how bad is it 
(3) how long will It last ’> (4) what treatment are jou gomg 
to give me’ (5) shall I be “ all right ” afterwards’ Bj 
making a rule to arrswer all these 5 quesnons for every 
panent before he asks them, \ erj httle nme is spent and 
\erj many worries and troubles are spared to the anxious 
panent 

1 Cook ^ F Reral ^ssoaation r'ccunp Oct 27 1960 

2 Alexander ^ D Viacdougall \ I OU\er M F Bojd G S Clin 

Sa 1959 18 195 

3 Praamc-er 1954 173 696 
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This applies particularly to the surgical pauent It 
must be reahsed that an operauon, however trmalj is the 
utmost event in the hves of most panents, so no wonder 
they are so concernedj wanting to know the smallest 
details that may seem ridiculous to us but are an enigma 
to them 


Winford Orthopxdic Hospital, 
near Bristol 


J S Baena 


TREATMENT OF OBESITY 
BY THE HIGH-FAT DIET 
SiRj—I read with considerable interest Professor 
Yudkm’s and Miss Carey’s aracle (Oct 29) as well as 
Professor Yudkm’s letter of Dec 10 

I have for the past two years been following a diet such 
as they describe It is effecus e in conttolhng a tendency 
to overweight, and the difficulues pointed out by Dr Sasiem 
(Nov 12) are not insurmountable Other problems arise, 
however, m the long run a certain amount of hunger is 
inevitable (and yet more protein is no answer since this 
increases the calone intake and thus weight) and over 
many months this nagging hunger leads to irritability and 
nervousness Moreover, even after eating habits have 
been changed, total adjustment to this diet is hard to 
achieve, it does demand an unceasing self-disciphne, 
and tlus too imposes a cumulauve burden of strain 

I wonder whether many of Professor Yudkin’s pauents 
have happily followed this diet over a number of years 
without suffermg any such stress m the long run ’ 

Queens University, LILIAN R FURST 

Belfast 


ASSESSMENT OF CEREBRAL BLOOD-FLOW 
AVTTH RADIOACTIVE TRACER 
Sir,—W e have been smdiing' = the cerebral circulation 
by a method similar to the now widely used techmque of 
following an mjected tracer durmg its transit through the 
heart with an external scintillation counter 

To study the cerebral blood-flow (c a F), 30-50 jiC of 
i*il-seruin-albunun ate given by rapid intracaroud uijecuon, 
and the passage of the tracer through the cerebral vessels is 
recorded by a direcuonal scintillator The counter is placed 
on the head, on the same side as the injecuon, and is connected 
to a ratemeter and a wnung recorder 

The tracings (radioencephalograms, REG) show a sharp 
rise, followed by a short plateau, and a dropping phase (see 
figure) By plomng the tracings on scmilogaritlimic paper, the 
last part of the curve becomes linear, followmg an exponenual 

law, and can be expressed by its half-time (To 5 ) = R> 

\the fracuonal turnover-rate of the cerebral blood-volume In 
normal cases R=0 24±0 037 

^ ^ ^ _— and increases after the inhalation 


cerebral blood pool _ „ - 

of 5% CD. accord with the increase m cbf, 

demonstrated by the mtrous-oxide techni que 

1 F,eschi,C,DiPietranton, F XIIJ Co^^az Niurol Messina May, 

2 Di®p!etranton), F Fieschi, C Mvierta NucUare, 1960, 4 81 


LEFT RICHT 



FJg 2—Ploltliig on scmiloBorithmlc paper left, thrombosis, right, 
normal 


Significant differences m the R E G s on one side and the 
other are observed in patients with thrombosis of one mteral 
carotid (see figure) 

We have found this method easy and innocuous, and we 
think It well smted for revealmg gross alterauons m cerebral 
blood-flow 

C Fieschi 

Universiw of Genoa F Dl PlETRANTONJ 


PROTEIN IN HYALINE MEMBRANE 
Sir,—I n your excellent summary (Nov 5) of new 
concepts in hyahne-membrane disease the statement that 
“ no effecuve remedy is m sight ” is perhaps tmduly 


pessirmsuc 

The syndrome is characterised by progressive sternal 
and mtercostal retraction, and that this is a clinical mam- 
festation of abnormally high mtrathoracic negauve- 
pressure swings is now common knowledge Exerted 
some forty to fifty nmes a minute, these alone are 
theoreucally capable of damaging the pulmonary capil¬ 
laries of a premature infant' Moreover, a high negative 
pressure increases the pressure gradient between pul¬ 
monary capillaries and alveoh,“ and this may well con- 
sutute the driving force of the exudate from which the 
hyaline membrane is ultimately derived “ If this reasoning 
is correct, then posiuve-pressure lung mflauon, by 
dimimshing capillary trauma and by reversing the 
pressure gradient between capillaries and alveoli, should 
be the logical treatment 

Attempts to put these views mto pracuce in the past 
two years have admittedly been disappointing The 
infants so ueated, however, were small bad-risk premature 
babies weighing only 1V--3 lb , and were in Ae termmal 
stages of the disease Contmuing sternal retracuon 
suggested that high enough pressures were not bemg 
used, and, m the absence of a mechanical venUlator, 
efforts were probably not persistent enough It is perhaps 
insufficiently reahsed that our knowledge of the pressures 
used in lung inflation stems largely from work done on 
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erased lungs -with aimght cannula: In pracuce, higher 
pressures are necessar\ and this work requires urgent 
'•eint esnganon with the free-hmg endotracheal tubes at 
present m common use Also, for posm\ e-pressure 
respirauon to be effecut e m hyahne-membrane disease, it 
would need to be used, from theoretical consideranons, 
from the onset of the disease Our faith m the \alue of 
posim e-pressure respiration has been strengthened by 
our recent experience with a 2^ '.-lb premature infant with 
set ere hyahne-membrane disease who was successfullt 
ventilated for 60 hours, when death occurred as a result of 
cerebral hmmorrhage There hat e also been two reports of 
this mediod of treatment with survival Fust, Benson’s 
group,* usmg tracheostomies and curare, and now Colgan 
and coworkers,' usmg endotracheal mtubaaon, have 
successfuUv treated four infants with respiratorv distress 
bv prolonged mechamcal posim e-pressure \entdation 
Whilst none of the four infants had a birth-weight of 
under 5 lb, the results are suffiaently encouragmg to 
ment a tnal of this treatment for hvahne-membrane 
disease 


St Thonias s Hospital 
London, S E 1 


Herbert Barrie 
R P Wise 


CANCER OF THE (ESOPHAGUS 


Sir,—W e should hke to thank Mr Dark (Dec 3) for 
his mterestmg and construcave suggestions, but we do 
not share his enthusiasm for the Alousseau-Barbm 
cesophageal mbe We do not feel it fulfils all our require¬ 
ments The largest Mousseau-Barbm tube has an external 
diameter of 16 mm and the lumen is bareh large enough 
to allow the patients to swallow semi-sohds The largest 
tube w e use has an external diameter of 1 mch (25 mm ) 
and enables the patient to eat a normal diet proinded that 
fluids are taken frequently dunng the meal 
The mam pomt of our argument is that a mahgnant 
stncture of the oesophagus can be dilated ten much 
further than one rmght dunk would be possible without 
the wall sphttmg, this fact is not wndeh appreaated The 
chief disadt antages of the Mousseau-Barbm tube are that 
Its lumen is too small and it is expensit e 
FmaUy, we should like to stress once agam our behef 
that It is safer to dilate the stncture by pulhng somethmg 
through from below than attempt dilatation through an 
cesophagoscope 


Roj-al Mandcn Hospicaj 
London S W 3 


W P Greening 
Gordon S Ramsat 


PNEUMO CONIO SIS 

^tR,—Workmg among a mining communjrv, I am 
concerned how often some men are told, bv consultant 
phvsicians, chest physicians, and their own doctors, that 
thev haie pneumocomosis, when there is htde radiological 
endence for this diagnosis Very often this opimon is 
expressed without a true knowledge of the radiological 
appearances of category -2 (certifiable) pneumocomoMs 
When such an opinion is gwen it is not often realised that 
we aftermath can be that the patients are rejeaed bi the 
pnei^oconiosis panel At best, the patient feels doctors do 
not know their own minds At w orst, it leads to the de\ elop- 
ment of svmptoms w here none existed, to unnccessan chang- 
and economic difficulties, and to a permanent 
Erudge in a man w ho feels he is bemg demed compensanon 
■ ^ nuners who ha\e worked a lifetime m the pits come to 

4 F Ccland- O HacEnd G Ndssen L. Paulsen L Rcnck, 

5 = «srs I- ! a-d 19SS 2 37 

J^^EIc^^Jo-g-nson S Law-ence R- M J /tree- r-rd 


expect a certain amount of ‘ dust on their lungs ” If radio¬ 
logical endence confirms this, then the man should be told m 
these terms, qualified bv adnee to apph to the pneumo- 
comosis panel who wiU be the final arbiters and decide 
whether the amount of dust justifies cemficanon The man 
wall then feel that he has had good adnee but, at the same time 
perhaps, be rehe\ ed to leam that the dust on his lungs is not 
suffiaent to be classified as pneumocomosis 

Wo isop Nous A F Oaklet 

SIMULTANEOUS THROMBOTIC 
THROxMBOCYTOPENIC PURPURA ANT) 
AGAMMAGLOBULINiEMIA 
Sm,—^Many authors base classified thrombotic 
thrombocynopemc purpura (t T p ) as a so-called collagen 
disease and accepted an immunological pathogenesis 
based on an antigen-anabods reaction The recent 
obsen auon of T T p m tw o children with agamma- 
globulmaemia and an adult * with a partial antibods - 
defiaencs svndrome is agamst this hvpothesis 

Case 1 —^A bov of 16 months with congemtal agamma- 
globuhnaima and constant Ivmphopema developed an acute 
febrile illness within 24 hours of a combmed v acemanon with 
triple anngen and tab The h^moglobm fell from 16 to 4 8 g 
per 100 ml m 3 days (reuciilocvies 19 2°o, platelets 84 000, 
bilirubm 1 4 mg per 100 ml, direct Coombs test negame) 
No abnormal antibodies could be detected m the mdirect 
Coombs test in salme and m albumm at various temperatures 
The child died 14 days after the vacemaDon. Necropsy 
revealed tvpical subendothehal and mtravascular fibnnoid 
deposits m the capillanes and artenoles of vuruaUv all organs 
Case 2 —A girl of 6 months entered hospital because of 
an«ma and V ormting Haemoglobin 5 6 g per 100 ml (renculo- 
evtes 7 2°o, platelets 79,000, bilirubin 3 mg per 100 ml, 
direct Coombs test neganve) No abnormal agglunruns were 
detected with the mdirect Coombs test m saline and albumm 
at vanous temperatures Paper electrophoresis revealed no 
gamma-globulm The cause of this agammaglobuhnacmia is 
unknown It is unlikely that it was of a congemtal hereditarv 
ongm A nght-sided hemiplegia dev eloped and she expired, 
despite corncotrophm therapv, a month after adrmssion 
Necropsv show ed the same changes as m case 1 

Case 3 — ^A 52-vear-old mason had tw o episodes of aphasia 
and mental disonentanon followed bv rapid detenorauon, 
progressive pvramidal signs, purpura, jaundice, and death 
witlun 2 months of the onset of svmptoms Haimoglobm 8 g 
per 100 ml (reticulocvtes 23 5 “o, platelets 33 000, bihrubm 
5 2 mg per 100 ml) Direct Coombs test negativ e No 
abnormal agglutimns were detected m the mdirect Coombs 
test at vanous temperatures m s alin e or albumin medium 
LE test neganve Immunoelectrophoresis no 3_vpglobuhns 
The absence of this Ime is a constant findmg m the antibodv- 
deficiencj svndrome Necropsv confirmed the clmical diagnosis 
of TTP 

In addition to the assoaanon of t T p with agamma- 
globulmffimia, the neganve Coombs test m our patients 
and m the great majonty of the pubhshed cases is further 
evidence that the hsemolvuc ansmia is not the result of 
autoimmunisation Furthermore it has never been 
possible to demonstrate platelet anubodies m T T p 
The pathogenesis of this cunous svndrome remains 
an emgma Theoreticallv, the underlvmg mechamsm 
mav be similar to that m the experimental generahsed 
Sanarelh-Schvvartzman reacuon, m which the vascular 
lesions are idenncal to the ones obsen ed in t T P 
Thromboevtopema is a feature of the experimental 
syndrome, but haemolytic anxmia has not been obsen ed 
The dev elopment of t T p within 24 hours of vaccmation 
m case 1 could be compared to the effect of the provoking 
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injection of endotoxin in the experimental animal with 
the generalised Sanarelh-Schwartzman reacDon 

Department of Medianc and Pcdnincs, P G FriCK 

Kuntonsspitnl> 

University of Ziinch W xi rllTZIG 


SIMPLE ULCERATION AND CANCER 

Sir,—I n your annotation of Dec 10 you stress the 
growing acceptance of the view that there is a correlation 
between the two You point out the frequency with which 
carcinoma follows ulceration of skin and colonic epithelium, 
but you regard the rarity of malignant change in duodenal 
ulceration as an anomaly 

The paradox can be explained readily on the assump¬ 
tion that cancer develops not merely because of the 
stimulus of chronic ulceration but as a result of the 
interaction of the stimulus and the genetic instability of 
the epithelium The same stimulus may produce quite 
different effects on the epithelium of skin, duodenum, 
ileum, and colon Neoplastic mutation is rare in the mucosa 
of the small bowel, and prolonged ulceration does not 
succeed in increasing materially its frequency In the 
colon, however, carcinomatous mutation is common and 
the effect of longstanding ulceration is to increase the risk 
of malignant change about thirtyfold The mechanism of 
this IS unknown it may be a direct chemical phenomenon 
or merely the result of increased rate of mitosis (and 
therefore increased chance of mutation) in tlic healing 
phase It IS significant that carcinoma develops most 
frequently in those patients whose colitis is in remission 

Regional ilcitis has been observed for a sufficient length 
of time for it to be apparent that it is only rarely com¬ 
plicated by carcinomatous change Only reccntl>, how¬ 
ever, has It been recognised that Crohn’s disease not 
infrequently affects the colon Cases of this type have 
been followed for only a few years It would be anticipated 
that carcinoma will develop with a frequency similar to 
that in ulcerative colitis The potentiality of the affected 
epithelium is more important than the disease producing 
the ulceration 

In view of the rarity of spontaneous carcinoma of the 
duodenum, jejunum, and ileum it is not surprising that 
chronic ulceration fails to induce neoplasuc changes in 
them The only anomaly is the rarity with which benign 
gastric ulcer is followed by carcinoma 


St Mark s Hospitai, 
London^ E C 1 


A G Parks 


Sir,—Y our annotation of Dec 10 gives interesting 
clinical data on the part played by ulcerauon in the 
genesis of cancer 

I have carried out animal experiments at this hospital 
and my preliminary findings confiim your observations 
It appears that three factors are involved in carcino- 


controls received gastric injuries only There were no local 
tumours among 66 rats fed by stomach tube but several 
mammary tumours were elicited Nor were there tumours 
among 14 rats whose stomachs were injured or ulcerated 
Among 101 rats given carcinogens via gastrostomy with or 
without concomitant ablation of the mucosa, 10 animals 
developed gastric tumours including squamous, adeno, and 
anaplastic carcinomas 2 tumours weighed as much as 80 g, 
and 4 yielded widespread metastases 
Your question regarding the paucity of cancers in duodenal 
ulceration may be answered by reference to the three criteria 
which, if combined, lead to the development of cancer The 
passage of foodstuff varies in the different segments of the 
digestive tract, being rather slow in the stomach, colon, and 
rectum and fairly rapid in the first part of the duodenum The 
possible mcchanieal or chemical irritants of the digested food 
would thus quite naturally affect ulcers in stomach, colon, or 
rectum more readily than those in the duodenum Even 
quiescent lesions may, in their acute stage, have been affected 
by such irritants and the cancer arising therein may only 
become apparent after a long latent period 

I have carried out a number of other, similar, experiments 
on skin, cervix uteri, and tongue of laboratory animals and 
preliminary findings suggest the general apphcabihty of the 
“ thrcc-critcria theory ” 


Marie Curie Hospital, 
London, N \V 3 


R Stein-Werblowsky 


KIDNEY HOMOTRANSPLANTS 

Sir,—D r Bcrurschke’s plea (Oct 29) for more extensive 
records of placcntauon was perunent in the study of the 
relation of the type of placental circulation to the histo- 
compatabihty status in twins I wish to add a few isolated 
experimental findings to his comments 

In the course of recent experiments at the Postgraduate 
Medical School, London, the following incidental observauons 
were made Con\ cntioml rejection of skin homografts occurred 
m 10 cases (8 rats from one litter and 2 dogs from a single 
litter) The circumstances of placcntation in these animals is, 
of course, unknown However, it is extremely unlikely, at 
least in the rats, that there was vascular communicauon 
between adjacent placentas The discrete placement of 
the sites of placental attachment along the uterine horns in 
rodents is well known and its mechanism has occasioned much 
research 

Apposed placentas arc found ' and can be induced in the 
mouse, Ladmnn ’ demonstrated histologically the consistent 
presence of a septum of maternal connective tissue between 
the two placentas The only real union of fcctal tissues found 
was that of contiguous Reichert’s membranes, anastomoses 
between placental labyrinths or fcctal blood-streams was un¬ 
likely In the rat, Huber ‘ reported the presence of two egg 
cylinders in one decidual crypt, he regarded the occurrence 
as extremely rare Carr “ considered the discovery of a single 
case of placental fusion important enough to report No men¬ 
tion of circulatory confluence between placenta: was made by 
Boe who made extensive and meticulous studies with indian- 
ink injection and corrosion preparations in the rat 


genesis 

(а) The exposure of the epithelial basal cells, such as would occur 
in certain anatomical sites, in acute ulceration, and in the early 
stages of wound repair 

(б) The direct access of an exogenous carcinogen to such a denuded 
area 

(c) The duration of contact between the cell and the carcinogen 

In a scries of experiments on rats’ stomach carcinogens 
were administered by stomach tube or by local application 
via gastrostomy A number of animals of the latter group were 
also subjected to chemical or surgical ablation of the gastric 
mucosa In the experimental group this pretreatment was 
followed by topical administration of carcinogens, whereas the 

1 Bcrcnblum I, Haron Ghcra, N, Traintn, N Bnt J Cane 1958, 
12 402 


This evidence, though tenuous, supports Dr 
Icnirschke’s contention to some degree, and emphasises 
he need for a precision in classifying multiple embryos 
;uch as recommended by Boyd et al ” and originally 
luggested by Hamlett et al 

Boston. Masa JOHN ANDERSON 


Curr, J G Proc roy Soc 1 dmb By 1945 62 (part 2y no 22) 189 
Smithbcrg M /inat Rcc 1955 121, 368 
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HOSPITAL INFECTION 


SiRj—Your comments (Dec 3) on a new and taluable 
book on hospital infectionj mclude the statement that the 
‘ mode of transmission ” of staphylococcal mfecuon in 
hospital wards “ is still obscure ” This seems to me to be 
obscurantism or perhaps agnosticism m excelsis 
The staphjlococci are earned mto the yard in or on the 
bodies of pauents and their attendants, and are distnbuted 
m the yard bj the clouds of dust from bedmaking and bnsk 
movements of persons in the wards The stores of staphylo¬ 
cocci are to be found m blankets (woollen), m the mtenor 
of mattresses and pillows, m floor dust, and in the noses of 
persons m the wards In matermn wards infants’ noses and 
umbihcuses ate reservoirs of pathogemc staphvlococci 
Blankets should be laundered at short mtervals (evert ten 
da\s m a matermtv ward) and be stenhsed while being washed 
Mattresses and pillows should be treated m tlie hospital 
fonnalm disinfector, preferably every ten days All attendants 
should wear effective sterile masks and gowns The floors 
should be cleaned with effective vacuum cleaners, not brushed 
with brooms To avoid transmission by their hands nurses 
should wear thm sterile rubber gloves None of these pre- 
cauuons is difficult, nor should nursmg routme be disturbed 


St. Margaret s Hospital, 
Eppmg 


Frank Marsh 


the dose or colour of the tablets The benzhevol was given 
in tablets of a different dose (5 mg b d) to prev ent its 
recogmnon The pauent was given a chart to record dailv her 
walking capacity, bladder control, general sense of wellbemg, 
and any side-effects attnbuted to the tablets She was seen at 
the end of each week’s treatment She took benzhexol 2 mg 
q 1 d until the ev e of the trial 

Her first tnal tablets ptov ed to be calcium lactate Her 
performance became much worse and, after a fall on the second 
day, her husband forbade her to take any more tablets The 
second week, on ethopropazme, produced improvement, 
especially towards the end of the week, but m the third week, 
on trifluoperazme vvalkmg and mood deteriorated a change 
possibly exaggerated bv anxietv over her son’s mtervuevv for 
a grammar-school place In the fourth week, on benzhexol, 
her performance improved greatlv Though still relvmg on 
the walls and furmture, she could take two to three steps 
unaided and could mov e round the house more rapidlv None 
of the drugs had significant effect on bladder control 

There seems httle doubt tliat her walking was 
improved by benzhexol and, to a lesser extent, by etho¬ 
propazme Smee the trial she has continued to take 
benzhexol (2 mg 3-4 hourly durmg the day) and the 
effect persists 

LondoE,NW5 ANTHONY RYLE 


benzhexol IN MULTIPLE SCLEROSIS 

Sir, —^The course of muluple (disseminated) sclerosis is 
seldom influenced by treatment, and the followong case is 
recorded because useful, if slight, dimmution m dis- 
abihty was achiev ed with drugs 
A mamed woman had retrobulbar neuntis at the age of 23 
m 1943 In 1949 she had a normal pregnancy In 1950 
investigauon for fatigue and weight-loss revealed no defiiute 
abnoimahty, but two years later muluple sclerosis was 
diagnosed on the basis of temporal-disc pilot, asymmetrical 
limb reflexes, extensor plantar responses, shght nystagmus, 
and a pareuc Lange cerebrospmal-fluid curv e 
When she came under mv care m 1953, she tended to fall 
to the left on vvalkmg and had diplopia on lookmg to the left 
In 1956 a left retrobulbar neunus developed, followed bv a 
nght-sided attack, at this time frequency and he'itancv of 
mictunuon and awkwardness of the right foot abo began In 
1957 parsesthesise developed m both lower limbs and her gait 
got worse, but with a suck she sull walked half a mile to work 
^eh day In September, 1959, she finally became house¬ 
bound, needing the support of walls or furmture every two 
or three steps Durmg the prevuous eight years she had had, 
at vanous umes, without benefit, mjecuons of vntairun B,i, 
isomazid, and mcotimc aad and predmsone 
In May, i960, there was disc pallor, exaggerated tendon 
^exes, ankle clonus, bilateral extensor plantar responses 
ne lower limb spasucity was much reduced when the pauent 
av down She could stand imsupported ev en wath her ey es 
I ^“t not without much swavmg, if, when standmg, she 
ooked downwards or to the left, she immediately lost her 
balance 

Her walking difficulty seemed to be due to loss of balance 
^d lower-limb spasucirv Both factors were much influenced 
' ^sture, and as signs of general cerebellar mv oh ement vv ere 
* Eht, drugs acung on the vesubular apparams or the basal 
SMgha seemed worth tryang Dimenhy drmate ( Dramanune’) 
^ frequency of mictunuon but gav e no improv ement m 
^“^g On benzhexol hvdrochlonde Artane ) (2 mg 
qt ) she reported blumng of vision for small print but 
unproved mobility 

A double-bhnd controlled Inal was carried out uvmg 
nz cxol, ethopropazme hvdrochlonde i Lvsivane ) tri- 
operazme (‘Stclazinc ), and calcium lactate A weeks 
PP ' of each drug, vvath dosage instrucuonv, was giv en to the 
^ simlcd lettered envelope The kev vva' held bv 
b 0 rav partners, and the pauent was told not to tell me 


PLACEBO EFFECT IN MENTAL NURSING 
Sir,— The powerful therapeuuc effect of placebos in 
general medicme is well known, and it has been shown ^ 
that chlorpromazine is only sbghtlv more effective than 
placebos in chronic schizophrema As the behavuotir 
of chronic mental pauents is greatlv affected by their 
nurses’ attitude it seemed useful to discover if this 
amtude, too, is affected b\ the nurses’ beliefs about the 
drugs their pauents are having 
60 chrome female pauents, 42 of them schizophremc, who 
had been having an average daily dose of 210 mg chlor- 
promazme for many months, were randomlv divided mto two 
groups After a prehmmary fonmght to estabUsh a baseline, 
without anv environmental changes, and to the knowledge of 
the pharmacist alone, group A was changed to placebo Three 
weeks later group B was also changed to placebo After a 
further week, when group A had been on placebo for a month, 
and group B for a week, the staff having beheved them to be 
sull on chlorpromazme, the nurses vv ere told to admimster a 
placebo, and a week later this was withdrawn and the pauents 
knew themselv es to be without medicauon 

The pauents’ behaviour at different periods of the trial was 
assessed by nursmg reports of such disturbances as aggression, 
restlessness, msomma, or w ithdrawal 

The number of reports of disturbed behaviour was 

Trial Group A Group B 


Medication 
Chlorpiomazuie 
Chlorpromazine 
Subsututed dummy 
Subsuruted dummy 
Subsuiutcd dummy 
Subsiin-ted dummy 
Prescribed dumms 
None 


Medication 
Chlorpromazine 
Chlorpromazine 
Chlorpromazine 
Chlorpromazine 
Substituted durrmv 
Substituted dummy 
Prescribed dummy 
None 


And the reports of disturbance during different periods \\ ere 

Parjfrr- 
^ ueeks 

Siabib^rd on chlo promazine 42 in 200 ) 

On dumiN unknown to pauent or ^laff 27 in 150 f/T ^ 


On prescribed dumm\ 

ChlcrpTimazme and dumm\ withd awn 


hO m 60 {60 ) 
37 in 60^61 ) 


These rcsulti indicate that the (unknora) substitution of a 
placebo produced no deterioration, but that uith the nurses 
told to u*:e a plactbo, reported disturbances increased threefold 
6 patients described as unmanageable, dramatic regres¬ 

sive behaviour was demonstratLd and a return to chlorpro- 
mazme was requested, a further 4 patients were so desenbed m 
1 15JJ«bu-^ B J Ha c E H 7 r-ent Set 1957 103 ^3'' 
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the last week without drugs No greater instability was mani¬ 
fested in group A, although this group was off chlorpromazme 
for longer than group B 

It IS clear that patients became more disturbed when 
nurses were aware of drug withdrawal So either there 
was a continued benefit after chlorpromazme withdrawal 
which was overriden by the effect of nurse anxiety, or 
the only action of the drug at any time was its placebo 
effect The results are not surprising as the sisters involved 
were uniformly of the opimon that the mtroduction of 
chlorpromazme had reduced the use of sedatives, E c t , 
and leucotomy and made easier the free management of 
pauents But in one ward whose sister had predicted that 
no ill-results would follow withdrawal there was no rise in 
disturbances, while m another whose sister foretold a 
recurrence of aggression and destruction, and threatened 
to resign, disturbances rose from I to 17 a week 

A placebo normally symbolises to the patient his doctor’s 
care' In hospital it may also stand for the nurse as a 
protection against the patient’s demands, and with¬ 
drawal of this protection may lead to emouonal insecurity 
on both sides Tranquillity in the chronic mental pauent 
may depend more on nursing than on tranquillisers 

I am grateful to Maj & Baker Ltd , for the supply of blank pills, 
and to Miss I Lumb, hospital pharmacist, for her cooperation 

Warlinshnm Pork Hospital, ^ VAY 


A SIGN OF SURGICAL EMPHYSEMA 
Sir,—T he well-established courtesy of a spoken 
greeting from one’s patient has a special diagnostic 
significance in a thoracic unit, it serves to indicate the 
presence of surgical emphysema arising from the chest far 
earlier than any other method of examination A peculiar 
nasal intonation is heard 

Although loosely to be described as a “ stuffy nose ”, only 
once has it been mistaken for this m several hundred observa¬ 
tions, the note is somewhat flatter, and the patient is conunonly 
unaware of the change m his speech For a number of years 
this sign has been infallibly noted and indicates the presence 
of surgical emphysema of even small degree not yet noted by 
the nursing staff Its onh prerequisite is that the patient 
shall have been sitting up, the small areas of emphysema often 
noted in the region of thoracoscopy stabs were not associated 
with the sign since m such cases the patients were commonly 
nursed lying with the affected side uppermost Surgical 
emphysema fn an upright patient has never been noted u.thout 
this sign, which occurs long before the characteristic bloated- 
appearance In most minor degrees of the condition, a 
certain training based on grosser experiences of it is necessary 

to recognise the faint change in voice 

Only three mechanisms suggest themselves Venous 
obstruction, leading to turbinate congestion, is most unlikely, 
IS not appreciated visibly, neither does the same voice 
appear m cases of recogmsed venous congestion or obstruction 
Lymphauc obstruction, due to tissue separation by mr to 
wLch the turbinates are unduly susceptible, 
but the most likely cause is that air s'nipW rises ^ 

Planes and causes a local congestion of both venules ana 
fymphatics immediately around the 

small “ pockets ” of surgical emphysema can be palpatca at 
he root of the neck, provided the search be thorough even 
Sough the amount thire be slight and the maximum degree 

'''Modesty does not caution a claim for ‘Ymo"stSo 

description of this bedside sign, since it is one of almost no 

clinical value! 

Kina Edward VII 

Memorial Chest Hospital, I C A KAISON 

Hertford Hill n ear Warwick _ _•L_-———- 
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Parliament 


Administration of Queen Mary’s Hospital, 
Roehampton 

At the end of question time on Dec 12, Mr Enoch Poivell, 
the Minister of Health, made the following statement 

“ With the agreement of the boards of governoTs of Queen 
Mary’s Hospital, Roehampton, and of Westminster Hospital, 
I have decided, subject to consultation with London University, 
and to any necessary consultation with the Charity Commission 
by the Roehampton governors, to transfer the administration of 
Queen Mary’s Hospital from my department to the board of 
governors of Westminster Hospital 

“ The separate idenuty of Roehampton will be maintained 
and war-pensioners will continue to have the same pnonty as 
at present I shall add to the Westminster board not less than 
three members representative of the Roehampton governors 
and of the cx-Service interests The governors and the ex- 
Scrvice interests will also be substantially represented on the 
house committee of the hospital The services now provided 
by the Roehampton governors will, of course, not be affected, 
and the administrauon of the limb-fitung centre will remain the 
responsibility of my department 

The arrangements which I have announced will give the 
Roehampton governors and the ex-Service interests a direct 
share, which they have hitherto not had, in responsibility 
for running the hospital, and should guarantee the maintenance 
of Its unique status ” 

Dr Edith Summerskill While I have no objeaion to the 
Minister’s statement, can he tell the House why it has been 
necessary to make this change ?—Mr Powell The proportion 
of cx-Servicc men occupying beds at Roehampton has been 
falling and is now only about a third of the total In these 
circumstances, it seemed right that new arrangements should 
be made if the unique status of the hospital and the priority of 
the cx-Scrviceman were to be absolutely safeguarded 


QUESTION TIME 


Drug Prices 

Lord Balniel asked the Minister whether he would make 
a statement on the renewal of the voluntary scheme for the 
regulauon of drug prices —Mr Powell rephed Agreement 
has been reached with the Associauon of British Pharmaceuucal 
Industry on a number of modifications to the scheme and it is to 
be renewed, as modified, unul June 30, 1964 The mam 
modifications, all of which should result m further restraint 
on prices, are as follows 

(i) Provision is made for the prices of some widely used patented 
drugs to be negotiated directlj 

(ii) The percentage of sales that must be exported if the export 
price IS to be the maximum price is increased from 20 to 25 

(in) The formula which fixes the maximum price for products 
which do not satisfy the export criterion, and for which there ate 
no exact unbranded equivalents, is revised so as to result in lower 

maxima , 

(i\) The definition of new drugs, which are free from control 
during their first three years, is so revised as to exclude products 
which manifestly owe nothing to fresh research 
I should like to acknowledge the cooperation of the Associa¬ 
tion m the discussions that have led to agreement on these 
modifications ' 


R C P’s New Building 

Mr G Johnson Smith asked the Minister of Housing and 
^ocal Government and Minister for Welsh Affairs whether 
he plans for the proposed new building for the headquarters 
if the Ro\ al College of Physicians, on the east side of Iwgcn 
»ark had been approved by him—Mr Henry Brooke 
eplicd T his proposal has been referred to me by the London 
■ ountv Council because it constitutes a departure from the 
mproved development plan, m which this area is allocawd l 
esidential use It involves the demolition of Someries House, 
vhich was originally designed by Nash as an adult orphanag , 
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but littls remains of his design, it has been exten'^iiels altered 
and IS now used as Government offices In 1046 the GorreU 
Cotamittee reported that this building could and should be 
demohshed This \aew was accepted bs the Crown Estate 
Commissioners, who decided to choose a skilled des eloper, 
adnsed b\ an architea, acceptable to them, to redes elop the site 
m harmonv with the surroundmg Xash buildmgs and terraces 
The scheme of redes elopment has been prepared bs Messrs 
Dens'S Lasdun and Farmers for the college The Rosml Fme 
Art Commission savs that it is ss ell satisfied ssith the design 
It feels that it ssould be acceptable as a neighbour to the 
regencv buildings svhich are to be preserved The Crown 
Estate Commissioners has e gis en their consent to the plans It 
IS mtended that all the trees on the ssestem boundars facme 
Regent’s Park shall be retamed The St Pancras Borough 
Council has no objecnon, subject to quesnons of access, and the 
London Counts Council is disposed to grant planmng permis¬ 
sion Before I authon';e it to do so, 1 has e arranged for a small 
model of the builamg and its settmg to be exhibited for a 
week, so that Members mas base the chance to see the design 
for this important proposed buildmg and us relanonship to the 
Rash terraces 

Strontium and Leukmmia 
Mr R ■'JT Sorensen asked the Mimster of Health, as 
representmg the Mimster for Saence, to w hat extent an mcrease 
m the presence of stronmim and leukmmia had been detected 
in infants, children, soung people and aoults respectisels 
durmg the past two sears—Mr Poss'Ell rephed Theaserage 
levels of strontium OQ measured m bone durme l^oQ as a sshole 
show some mcrease on those recorded durmg 1°5S for snll- 
bom mfants, children, and soung people, but there ss-a® 
telanselj httle change from the first to the secona half of 1^5’^ 

1 regret 1 can onls gis e figures for deaths from leuktemia In the 
sge-groups 0-4, 5-14,15-24, and 25 upss-ards these ssere 141, 
192,95, and 1958 m 1958, and 152,219, 124, and 2030 in 1950 
Mr Sorensen Is it not true that the figure^ for leukmmia 
show a serious mcrease o — Mr Posstll The figures for 
leuksmia, unfortunatelv, hase been on the mcrea'e for the 
past 30 or 40 scars There is no clear reason for connecting 
the two matters to sshich this question referv 

Hospital Underspending 

Mr H ] Boyden asked the Mmister what amount of 
tinderspendmg he anticipated m the capital programme of the 
hospital authonnes this finanaal s ear —Mr Poss ell replied 
Returns earhcr m the sear shossed some underspending but 
hospital boards ssere authorised to undertake addinonal ssorks 
I cannot anticipate the final outturn Mr Boyden Is it not 
rather deplorable that sshen the Gosemmtnt set out at last to 
jmprose the hospital sersnee and increase the amount of 
hospital bmlding thes should, almost before it starts be caught 
bs underspending’—Mr Poss ell I am anxious to spend 
u possible, esers penns of ms capital estimate, and I hase 
0' example m the Newcastle region authonsed a further 

£500 000 of capital work 

Disinfestation of Aircraft 

Mr F E Xoel-Bxker asked the Minister what steps he had 
ta cn to ensure that all aircraft ssere properU disinfeetcd and 
eared of flics and other insects betore or on arrisal at United 
Ningdom airports — Mies Edith Pitt replied All cis il aircraft 
^^7^8 £tori coun,nes outside the VTestem European Union 
^^P^bUc of Ireland must declare on landing sshen and 
h disinfected and cleared of insects The 

ta th authonts then decides sshat further aetion to require 
tm grounds of health i\lr Noel-Bskek Can the hon Lads 
pse a catcgoncal assurance that the Word Health Orcanisn- 
'^'^“'mcndations about aircraft dismfesianon are being 
' applied at all Brmsh airports ’ Further is she satished 
'am the procedure laid doss-n bs the W H O and are we in 
act taking ads-antage of the most up-to-daie and effeciise 
p ^^aidcs sshich are assailable for this work’— Miss Pitt 
as experience has shown that the risk of introducing 
diseases into this countrs bs aircraft is sers small 
1 ecting O' disinsccting on arnsnil n ihe United Kingdom 


IS not nonnalls necessars smee m some circumstances—for 
example, m selloss-feser-infected areas—the miemational 
sanitars regulations require among other samtars treasures, 
the dismfecnon or dismsectmg of the aircraft before departure, 
and m ans case no sector-home auarantmable disease exists 
m this countrv ana pubhe-heath measures would present its 
spread were it mtroduced 

Home-helps 

Mr K X Dodds asked the Mmister m snew of the incteas- 
mg practice of local authorities demandmg pas-ment for the 
prosnsion of home-helps to those m receipt of Kanonal 
Assistance sshat progress had been made m ffiscussions ssnth 
associations representmg local health authonnes to stop this 
pracnce, and sshat action he had taken to assist such neorle 
meansshile —Miss Prrr rephed The Association of Muruapal 
Corporations has now adsised its members that it considers 
this practice unjustifiable, discussions with the Cosmn 
Councils Associanon are contmumg Meansshile I smderstand 
that the National Assistance Board’s officers use their dis- 
creuonars powers svhere necessars to ensure that the pas-ment 
of such a charge does not lease a recipient of assistance ssmh 
less mcome than the Xanonal Assistance standard 
Social M orkers 

Mr Kenneth Robinson asked the Mmister if he accepted 
the recommendanon m the Aounghusband report concerning 
finanaal assistance f-om central Gosemment funds for the 
traming of soaal ssorkers, and sshen he mtended to mtroduce 
the necessars legislation —Mr Poss-ell replied I consider 
that the present arrangements for finanaal assistance to 
trainees should be gisen a fair trial before further steps are 
contemplated Mr Robinson Is not the Minister css-are that 
the Aounghusband Workmg Parrs, sshich gase a good deal of 
thought to this matter came to the exaals opposite conclusion 
and thought that the present arrangement' ssould not be 
suitable for the expansion of traimng’ Will he noi. gise this 
matter further thought before reachmg a final deasion ’— 
Mr Poss ELL This is not a final decision 1 am sure that at 
present the number of tramees ic not hmitsd bs the absence 
of ans Exchequer grant, and so it seems reasonable to sec boss 
the present arrangements ss-ork 

Mr G T SssixGLEK asked the Mimster sshat steps he ss-as 
taking to mcrease the number of psschiatric soaal workers m 
the Kauonal Health Sers-ice Miss Pitt replied Faaliiies for 
training hase been prosaded at tssxs further smisersitus this 
sear but as-ailabihts of experienced supersision remains the 
limiung fattor and this can onls imp-ose gradualls Mr 
SssiNGLER Is the Parhamentars Secretars not ass-are of the 
desperatels senous shortage m so mans areas, sshich calls for 
the most urgent and drastic steps m schools and unis ersitits to 
recruit more people, and for the greatest effort on the part of 
those ssho are qualified to gise the traming’—Miss Pitt 
There is no shonage of applicants As I indicated in ms 
anssser, part of the traimng is actual case-ss-ork—practical 
ssork—and that needs an alreads quahfied psschiatnc social 
ssx>rker m order to undertake the traimng of recruits to the 
service, but steps hase been taken to improse the posinon 
Aenereal Disease and Aoung People 

Dr Doxvld Johnson asked the Minister sshat steps he ssas 
taking to counteract the mcreased inadence of s cncreal disease 
amongst soung people Mr Poss-ell Local health authorities, 
hospitals and general practitioners ssere rermnded last star 
of their responsibilits to cooperate m efforts to reduce the 
inadence of s cnereal disease generalls, but I am not satisfied 
that ssc set understand suffiaentls the significance or causes 
of iht increase amongst soung people and I am considtnng 
boss these can best be msestigated Dr John-sox Dots the 
Minister not agree that this is an extrcmcls senous problem 
osving to the ness drug-resistant 'trains of mfecuon that are 
about and sshilc moral objugations in these das s a'c unfortun- 
atels rather discounted, does he not con'ide- it wsthin hi' 
scope at least to emphasise the sirrues of personal cleanliness, 
sshich hase lapsed m so mans ms anccs a the sane time as 
other snnucs’—Mr Poss-ell I am rot sure that moral 
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the last week without drugs No greater instability was mani¬ 
fested in group A, although this group was off chlorpromazme 
for longer than group B 

It IS clear that patients became more dismrbed when 
nurses were aware of drug withdrawal So either there 
was a contmued benefit after chlorpromazme withdrawal 
which was overriden by the effect of nurse anxiety, or 
the only action of the drug at any time was its placebo 
effect The results are not surprising as the sisters involved 
were umformly of the opimon that the mtroducuon of 
chlorpromazme had reduced the use of sedauves, E c T, 
and leucotomy and made easier the free management of 
patients But in one ward whose sister had predicted that 
no ill-results would follow withdrawal there was no rise in 
disturbances, while in another whose sister foretold a 
recurrence of aggression and destruction, and threatened 
to resign, disturbances rose from 1 to 17 a week 

A placebo normally symbolises to the patient his doctor’s 
care" In hospital it may also stand for the nurse as a 
protecuon against the patient’s demands, and wth- 
drawal of this protection may lead to emotional insecurity 
on both sides Tranquillity in the chronic mental patient 
may depend more on nursing than on tranquillisers 


I am grateful to Ma> S. Baker Ltd , for the supplj of blank pills, 
and to Miss I Lumb, hospital pharmacist, for her cooperation 


Warlingham Pork Hospital, 
Surrey 


M K Le Vay 


A SIGN OF SURGICAL EMPHYSEMA 


Sir,—^T he well-established courtesy of a spoken 
greeting from one’s patient has a special diagnostic 
significance in a thoracic unit, it serves to indicate the 
presence of surgical emphysema arising from the chest far 
earlier than any other method of examination A pecuhar 
nasal intonation is heard 

Although loosely to be described as a “ stuffy nose ”, onl> 
once has it been mistaken for this in several hundred observa¬ 
tions, the note is somewhat flatter, and the patient is commonly 
unaware of the change m his speech For a number of years 
this sign has been infallibly noted and indicates the presence 
of surgical emphysema of even small degree not yet noted by 
the nursing staff Its onh prerequisite is that the patient 
shall have been sitting up, the small areas of emphysema often 
noted in the region of thoracoscopy stabs were not associated 
with the sign since in such cases the patients were commonly 
nursed lying with the affected side uppermost Surgical 
emphysema in an upright patient has never been noted without 
this sign, which occurs long before the characteristic “ bloated- 
face ” appearance In most minor degrees of the condition, a 
certain training based on grosser experiences of it is necessarv 
to recognise the faint change in voice 

Only three mechanisms suggest themselves Venous 
obstruction, leading to turbinate congestion, is most unlikely, 
since It IS not appreciated visibly, neither does the same voice 
appear in cases of recognised venous congestion or obstruction 
Lymphatic obstruction, due to tissue separation by air, to 
which the turbinates are unduly susceptible, cannot be refuted, 
but the most likely cause is that air simply rises in the tissue 
planes and causes a local congestion of both venules and 
lymphatics immediately around the turbinates In all cases, 
small “ pockets ” of surgical emphysema can be palpated at 
the root of the neck, provided the search be thorough, even 
though the amount there be slight and the maximum degree 
elsevtherc 

Modesty does not caution a claim for originality in the 
description of this bedside sign, since it is one of almost no 
clinical value I 


Kmr Edward VII 
Memonal Chest Hospital, 
Hertford Hill near Warwick 
2 Wolf, S , Pinsky, R H 
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Administration of Queen Mary’s Hospital, 
Roehampton 

At the end of question time on Dec 12, Mr Enoch Powell, 
the Minister of Health, made the following statement 
“ With the agreement of the boards of governors of Queen 
Mary’s Hospital, Roehampton, and of Westminster Hospital, 
I have decided, subject to consultation with London University, 
and to any necessary consultation with the Charity Commission 
by the Roehampton governors, to transfer the administrauon of 
Queen Mary’s Hospital from my department to the board of 
governors of Westminster Hospital 
" The separate identity of Roehampton will be maintained 
and war-pensioners will continue to have the same priority as 
at present I shall add to the Westminster board not less than 
three members representative of the Roehampton governors 
and of the ex-Service interests The governors and the ex- 
Scrvice interests will also be substantially represented on the 
house committee of the hospital The services now provided 
by the Roehampton governors will, of course, not be affected, 
and the admimstration of the limb-fitung centre will remain the 
responsibility of my department 

The arrangements which I have announced will give the 
Roehampton governors and the ex-Service interests a direct 
share, which they have hitherto not had, in responsibility 
for running the hospital, and should guarantee the maintenance 
of Its unique status ” 

Dr Edith Summerskill While I have no objemon to the 
Minister’s statement, can he tell the House why it has been 
necessary to make this change ’—Mr Powell The proportion 
of cx-Service men occupymg beds at Roehampton has been 
falling and is now only about a third of the total In these 
circumstances, it seemed right that new arrangements should 
be made if the unique status of the hospital and the priority of 
the ex-Setviceman were to be absolutely safeguarded 

QUESTION TIME 
Drug Prices 

Lord Balniel asked the Minister whether he would make 
a statement on the renewal of the voluntary scheme for the 
regulation of drug prices —Mr Powell replied Agreement 
has been reached with the Association of British Pharmaceutical 
Industry on a number of modifications to the scheme and it is to 
be renewed, as modified, until June 30, 1964 The main 
modifications, all of which should result m further restraint 
on prices, arc as follows 

(i) Provision is made for the prices of some widely used patented 
drugs to be negotiated directly 

(ii) The percentage of sales that must be exported if the export 
price IS to be the maximum price is increased from 20 to 25 

(ill) The formula which fixes the maximum price for products 
which do not satisfy the export criterion, and for which there arc 
no exact unbranded equivalents, is revised so as to result in lower 
maxima 

(u) The definition of new drugs, which are free from control 
during their first three years, is so revised as to exclude products 
which manifestly owe nothing to fresh research 
I should like to acknowledge the cooperation of the Associa¬ 
tion in the discussions that have led to agreement on these 
modifications ' 

R C P’s New Building 

Mr G Johnson Smith asked the Minister of Housing and 
I oeal Government and Minister for Welsh Affairs whether 
the plans lor the proposed new building for the headquarters 
of the Ro\ al College ot Physicians, on the cast side of Regent s 
Park, had been approved by him —Mr Henry Brooke 
replied 1 his proposal has been referred to me by the London 
Countv Council because it constitutes a departure frorn the 
approved development plan, in which this area is allocated lo 
residential use It involves the demolition of Someries House, 
which was originally designed by Nash as an adult orphanage. 
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Mr Roy mamed Beatnce Anne, daughter of Henry 
Baistow She survives him with two sons and a daughter 


SERGEI TERNOVSKY 
MD 


Professor Temoisky, who was chief of psdiatnc 
surgery in the Second Moscow Medical Institute (the 
Institute), Pirogov died on Nov 19 His book on the 
surgery of childhood, based on 
his lectures for students at the 
institute, first pubhshed m 1949, 
has become a standard textbook 
m Russia and is now m its third 
edition His chief surgical 
mterests were renal disease, m- 
cludmg calcuh and ectopia v esicae, 
congemtal abnormahties of the 
ahmentary tract, and bone and 
joint surgery, espeaaUy osteins 
He was made a member of the 
Academy of Medical Saences 
m recogmnon of his work, and 
tad lately been elected a member of the Bnnsh 
Assoaauon of Psediatnc Surgeons 
R- B Z wntes 



“ A charming and cultured man m his early sixties. Professor 
Temoisky has been a notable figure at psdiatnc surgical 
meeungs m eastern Europe over the past few jears His quiet, 
constnicuve, and cnacal contribuuons to discussion were the 
more welcome because of the patently fnendlj, and often 
humorous, \ em m which they were given He spoke French 
and German well and had a far greater command of Enghsh 
than he cared to admit, so that m a cosmopoUtan crowd his 
wide interests found a ready and sympathetic response He 
wifi be greatly missed at a time when his mtegnty and abihty 
made him an outstandmg, if unofficial, ambassador of his 
country Pmdiatnc surgery has lost a brilhant techmaan, a 
wise doctor, and a kmd man ” 


CHARLES ALFRED BIGNOLD 
M A , M B , B Sc Edin 

Dr Charles Bignold, formerly medical officer of health 
Or Ayrshire, died at his home m Avt on Dec 1 at the 
age of 75 


Bom and bred m Avr, he held no parochial outlook Though 
^ undergraduate career at Edmburgh was early directed 
ti^cls pubhc health, he served m the RA M C as a regular 
oaicer before the outbreak of the 1914-18 world war, and went 
at Once to France wnth a field ambulance He saw arduous 
as she battle of Mons and m the subsequent retreat, on 
^ c Mame, and on the Aisne Invahded from France, he later 
j^cd m India Returmng at the end of the w ar to avihan 
c, he ei entually jomed the pubhe-health department of the 
unty of Ayr He became county m o h m 1926 and held this 
Posinon until he retired m 1950 

^ I C M wntes 


jj ^ Bignold was a quiet, modest man with a keen sense of 
our, m which there was a vem of gentle cymcism It must 
to that those whose ideas or actions were subjected 

amused probmg did not alwavs rehsh this attennon, but 
given full recognition by Avr Counts Council, 
{■jj , ’ '^di his adnee, gamed m medical matters a reputanon 
progressive second to none m Scotland Probably 
wgarded the early success of his diphthena immun- 
hcalfh ^unpaign as his greatest personal contnbution to public 
j * uut matermry and child welfare and the school medical 
mat r services aU received direct and pracacal encourage- 
ujc ^ leader m the experiment of appoint- 

ole-tune dmical specialists to work m local-authonty 


areas An obstemaan wras appomted m 1937 and later a chest 
physiaan and a psdiatncian It lU behoves one of these 
specialists to speak of the success of these appomtments, 
though this has been commented on elsewhere Suffice it to 
sav that when the National Health Service was m the plannmg 
phase, one at least of the whole-time speaahsts viewed wath 
apprehension the discontinuance of a workmg assoaanon 
which had been satisfyang professionally, and which on 
the personal side had been happy, respectful, and even 
affectionate 

“ Dr Bignold’s happy home life was appreciated bv those 
fortunate enough to be admitted to his personal fiaendship 
His wife only survived him for a few days and died on Dec 
12 They leav e a general practitioner son, and a daughter now 
a sister at the Ayrshire Central Hospital, itself a memorial to 
her father’s vision and skilled plannmg ” 

Major-General D C. MONRO 

J M W writes 

“ Monro started the field surgical imits to deal with the long 
hnes of commimicanon m the advance of the 8th Armv to 
Tunisia, and he has been called the ‘ Father ’ of these umts, 
which IS V ery true These small umts mov ed forw ard with the 
advancmg troops and were able to give surgical treatment to 
manv of the wounded at a verv early stage He also dev eloped 
the Tobruk plaster splmt which was used m the evacuation 
of lower-hmb fractures with great success Jock Monro was 
a great character He was an excellent surgeon and one of the 
neatest operators I have ever seen He was a first-class admims- 
trator He knew all the surgeons m the Middle East Force and 
was trusted and respected by everyone He was good at most 
games, first-class at golf, and an enthusiastic small-boat sailor 
He had a great fund of humour, and was excellent companv 
It IS a sad thought that w e shall not meet Jock again ” 

Dr G F T SAUNDERS 

M H H wntes 

“ Dr G F T Saunders was no pubhaty hunter, but those 
who saw him at work came awav with a profound respect for 
his knowledge and menculous thoroughness It was a remark¬ 
able experience to go round the village of Kmtampo with him , 
for many years he was the only European hvmg there, and he 
appeared to know everyone and was usually followed, like the 
pied piper, by a throng of smihng children He had a wav of 
convmcmg his colleagues that he genumely valued and wanted 
their opmions, but his charmmg bumihty m this respect 
concealed an encyclop$dic knowledge of medicme and 
manv other subjects It was typical of Saunders that m 1928, 
before anybodv had reported onchocercal bhndness m Africa, 
he commented m a departmental report that it was strange to 
find the same behef m the Lawra-Tumu district of the Gold 
Coast that was held bv the natives of Guatemala about the 
dangers of blindness m assoaanon wnth Onchocerca nodules on 
the head By the death of this charmmg and erudite man the 
people of Ghana have lost a devoted servant ” 


Appointments 


Bears, R L B mb Lend f r c-S conrultant plastic surgeon St Mar\**s 
Hospital London and plastic surger> and jaw injury centre Queen 
Victoria Hospital East Gnnstcad 

Birksttngl, M, a M-S Lend fj? C-S consultant surgeon in charge of 
clinic fo' peripheral vascular disorders, Ro\’aI National Orthepatdic 
Hospi^ London 

Bruce R J Aberd , Jt d consultant radiologist South and No Ji 
Tees fide groups of iiospitaJs 

Dacre a J I M3 Lend s R-M o Rainpton Hospital Retfo-d, 
Nottinghamshire 

Livfoot C ^ MB Durh assistant phvsician (sJt m o ) g-natnc unit 
Newcastle upon T^me hospital group 

Plowtught Nellie Ni M3 Birm d c.h D3Jt senior m o Portsmouth 

Spencer Pamela M ^ mb Lend f3 cls , M3 co c second hononm 
g>*naco!ogist Italian Hospital London 

The Hospital for Sick Children, Great Ormond Street, 
London 

Capps F P A M3 Lend , d oest hoose phj-sjcun 

Gilchrist G S mb Glasg house ph\‘sici^ 

Gupta J S mj Luckno-v^, F3 c3 do3i^ part time m o c''hthalr 'c 
department 
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ob)ugations come within the scope of my department, but I 
am sure that all those concerned understand the imponance of 
emphasising the right rules upon all those with whom they 
come in contact 

Family Planning Poster 

In answer to a question asking if the Government approved 
of the action of the British Transport Commission in ordering 
the removal of a perfectly harmless Family Planning Associa¬ 
tion advertisement, Lord Chesham replied My Lords, 1 am 
told that the poster was withdrawn by the British Transport 
Commission because it was controversial on religious grounds 
The responsibility for such decisions rests with the Commission, 
and the Government do not seek to influence or express any 
opinion on them 

Lord Shepherd My Lords, is it not remarkable that this 
advertisement, which had no controversial or objecuonable 
matter in it, which had been fullj accepted by the Board four 
or five months ago, and which was issued by a very responsible 
organisation, should now be removed, bearing in mind that 
dubious advertisements are still being shown on the railways 
in London ’ Does the noble Lord not remember that a similar 
attempt was made in this House to prevent the Family Planning 
Association from appealing for funds on the BBC, and on 
that occasion the Board of the B B C stood firm ? Is it not 
against all tolerance that this should happen, and is it not more 
an arrogant attack on liberty ? 

Lord Chesham My Lords, I do not belies e this is an 
arrogant attack on liberty at all So far as I am aware no-one 
has suggested—at least, I have not been told so—that this 
poster was m any way offensive in itself The poster itself is not 
exceptionable, but I am informed by the British 7 ransport 
Commission that they have received letters objecting to the 
poster on religious grounds 1 think 1 should remind the noble 
Lord of Rule 18 of the Commission’s regulations regarding 
adverusements which they cannot accept Rule 18 deals with 
posters 

“which refer to religious or sacred subjects m a manner which 
might give offence or contain matter or illustrations likclv to be 
construed as religiously controversial ’’ 

Evidently this poster was so considered, and the British Trans¬ 
port Commission, it appears, saw fit to withdraw it on those 
grounds 

Charge for Hoad Casualties 

Lord Stonham asked the Gosernment if they would abolish 
the obligation which rests on hospitals to collect an emergency 
treatment fee of I2s in respect of persons who require 
treatment as the result of a road traffic accident Lord Newton 
replied My Lords, hospital authorities are entitled to these 
fees and they therefore have a duty to claim them Any 
changes in the obligation imposed on vehicle users by the 
Road Traffic Act to pay these fees on a claim being made 
would require legislation, and this is a matter which the 
Minister of Health will bear in mind at the appropriate time 
Lord Stonham My Lords, whilst I welcome the information 
that this matter is being borne in mind, may I ask whether the 
noble Lord is aware that the cost to hospitals of collecting this 
fee is very considerably more than 12j fid , that it involves a 
great deal of work for the police, and that the motorist, who has 
to pay It, thinks it grossly unfair, because often he is not 
responsible for the accident This imposition is unfair, it costs 
more than we receive, and it would be in the interests of the 
Treasury to abolish it Lord Newton My Lord, perhaps I 
should be summarising the views of the noble Lord if I were 
to say that he regards this fee as anomalous in a great many 
ways If that is so it has been anomalous for a long tunc, 
because this provision for payment of a fee dates from 1934 
There was an opportunity to abolish it, as the noble Lord 
would like, during the passage of the National Health Service 
Act in 1946, but it was not abolished, and in fact the provision 
was actually continued in the tenth schedule to that Act 1 
am not promising that, when the appropriate time comes, my 
right honourable friend will do what the noble Lord wants, on 
the other hand, I am not shutting the door on that 


Lord Stonham asked the Government whether, in view 
of the great amount of work fallmg on hospital staffs from the 
present system of collecting from insurance companies treat¬ 
ment charges in respect of persons injured in road accidents, 
they would negouate an agreement with the companies whereby 
they pay to Her Majesty’s Treasury a lump sum based on 
premium income, which would be the estimated equivalent of 
the present sums they pay for the treatment of injured persons 
in hospital —Lord Newton replied My Lords, as the Road 
Traffic Act, 1960, specifies who should make, and who should 
receive, these payments it would be necessary to amend the 
Act to make legal any other method of collection But the 
Minister of Health will bear m mind, at the appropriate time, 
the noble Lord’s suggesuon Lord Stonham When it is 
being considered, will the noble Lord have regard to the fact 
that the average recovered in any one year from all these 
charges is about a third of a million pounds—it was £350,000 
last year—and that, in view of'the great cost to hospitals, and 
the tremendous tune it takes to agree these claims with the 
insurance companies, we should be making a great bargain if 
we got a quarter of a million pounds from them?—Lord 
Newton My Lords, 1 am sure my right honourable friend 
will bear that point in mmd also 


Obituary 


DONALD IVHATLEY ROY 
M A , M B Cantab ,FRCS,FRCOG 
Mr Donald Roy, consulting obstetric surgeon to St 
George’s Hospital, London, died at York on Dec 9 at the 
age of 79 

He was bom at Appleton Roebuck, York, and his father, the 
Rev James Roy, was the rector of Stockton-on-Forcst From 
St Peter’s School, York, he went to Sidney Sussex College, 
Cambridge, as an exhibitioner and scholar He took first-class 
honours m both parts of the natural sciences tripos and at 
St George’s Hospital he won the university scholarship and 
the Brodte prize for clinical surgery After qualifying in 1906 he 
held resident appointments at the General Lying-m Hospital, 
York Road, at the Royal Free Hospital, and at George’s where 
he became in due course obstetric tutor and registrar In 1913 
he was appointed to the staff of the Samantan Hospital for 
Women During the 1914-18 war he served at first as a surgeon 
in the R N V R with the Grand Fleet In 1917 he transferred 
tothcR A M C,and from 1917 to 1918 he was in charge of the 
surgical division of the Northamptonshire War Hospital Soon 
after his return to civilian practice he joined the staff of George’s 
He was an examiner for the Umvcrsitics of Cambndge and 
London, the Royal Colleges, and the Society of Apothccancs 
For some time he was a member of the University’s Board of 
Advanced Studies and of the London Hospitals Representative 
Committee Earlier he was consulting obstetrician to the 
London County Council hospitals His published work 
included arucles on the teaching and organisation of midwifery 
and contributions to several textbooks He was elected 
F R C O G in 1929 

C M G writes ' 

“ To those who worked with him. Dr Roy was a great man 
His intense devotion to detail will always be remembered by 
them as the outward and visible evidence of the integrity that 
they came so wholeheartedly to respect and admire His basic 
ideas of pelvic surgery were ahead of his time and it is regret¬ 
table that his active life did not last sufficiently long for him to 
see their general acceptance As an operator, he strove for an 
almost inhuman perfection, sparing none of his assistants, and 
still less himself As a teacher, he was more revered in retro¬ 
spect than at the actual moment of instruction and this was 
largely due to his disarming modesty The courage with which 
he faced the physical disasters of his middle age roused the 
wonder of those who knew it, and it is greatly to be regretted 
that he was never given the recogmtion that his great quahties 
deserved ” 
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Mr Roy mamed Beatrice Annej daughter of Henry 
Barstow She survives him with two sons and a daughter 


SERGEI TERNOVSKY 
M.D 

Professor Temovsky, who was chief of psdiatnc 
STUgery in the Second Moscow Medical Institute (the 
Insntute), Pirogov died on Nov 19 His book on the 
surgery of childhood^ based on 
his lectures for students at the 
insntutej first pubhshed in 1949, 
has become a standard textbook 
m Russia and is now in its third 
edition His chief surgical 
mterests were renal disease, in- 
cludmg calcuh and eaopia \ esica, 
congemtal abnormahnes of the 
alimentary tract, and bone and 
jomt surgery, espeaaUy osteins 
He was made a member of me 
Academy of Medical Saences 
m recogmuon of his work, and 
Ind lately been elected a member of the Bnnsh 
Assoaanon of Psediatnc Surgeons 

R. B Z writes 

" A charming and cultured mgn m his early sixnes. Professor 
Temovsky has been a notable figure at pmdiatnc surgical 
meetings m eastern Europe over the past few j ears His quiet, 
construcnve, and cnncal contribunons to discussion v ere the 
more welcome because of the patently friendly, and often 
humorous, vem in which they were given He spoke French 
sad German well and had a far greater command of Enghsh 
shan he cared to admit, so that m a cosmopohtan crow d his 
wide interests found a ready and sympathetic response. He 
be greadv missed at a time when his mtegntv and abilitv 
made him an outstandmg, if unofficial, ambassador of his 
country Paediatric surgery has lost a brilhant techmcian, a 
'nse donor, and a kind man ” 



CHARLES ALFRED BIGNOLD 

M A j B 3 B Sc. Edin 

Dr Charles Bignold, formerly medical officer of health 
Ayrshire, died at his home m Ayr on Dec 1 at the 
age of 75 


Bom and bred m Ayr, he held no parochial outlook Though 
midergraduate career at Edinburgh was early directed 
towards pubhc health, he served m the R.A M C as a regular 
omcer before the outbreak of the 1914-18 world war, and went 
St once to France wuth a field ambulance He saw arduous 
sfmce at the battle of Mons and m the subsequent retreat, on 
lame, and on the Aisne Invahded from France, he later 
^^td in India Retummg at the end of the war to civilian 
he eventuallv jomed the public-health department of the 
^™tv of Avt He became countv moh ml926and held this 
Posiuon until he reared m 1950 

^ 1 C M wntes 


L Bignold was a qmct, modest man wnth a keen sen 
I,_*ti which there was a vem of gende cvniosm It i 


i sense of 

—, —* mere was a vem oi gentle cvuivisiii It must 

to ffiut those whose ideas or acaons were subjected 

amused probmg did not always relish this attenuon, but 
were given full recogniaon by Ayr Countv Counal, 
With his adnce, gamed m medical matters a rcputaaon 
jj,, progressive second to none m ScoUand Probablv 
regarded the earlv success of his diphthena immun- 
healr^ as his greatest personal contribunon to pubhc 

rnatetnitv and child welfare and the school medical 
j_ ®tal services all rcceiv ed direct and pracncal encourage- 
mr ^ leader m the experiment of appomt- 

ole-ome clmical specialists to work m local-authontj 


areas An obstetnaan was appomted m 1937 and later a chest 
phvsician and a paediatnaan It ill behoves one of these 
speaalists to speak of the success of these appomtments, 
though this has been commented on elsewhere Suffice it to 
say that when the Nanonal Health Service was m the plannmg 
phase, one at least of the whole-ame speaahsts viewed with 
apprehension the discontmuance of a working assoaanon 
which had been sansfymg professionally, and which on 
the personal side had been happy, respectful, and even 
affecnonate 

“ Dr Bignold’s happy home hfe was appreciated by those 
fortunate enough to be admitted to his personal friendship 
His wife only sumv ed him for a few days and died on Dec. 
12 They leave a general practmoner son, and a daughter now 
a sister at the Ayrshire Central Hospital, itself a memonal to 
her father’s vision and skilled plannmg ” 

Major-General D C. MONRO 

J M W wntes 

“ Monro started the field surgical umts to deal with the long 
hnes of communicanon m the advance of the 8th Armv to 
Tunisia, and he has been called the ‘ Father ’ of these umts, 
which is very true These small units moved fonvard with the 
advancmg troops and were able to give surgical treatment to 
many of the wounded at a very early stage He also developed 
the Tobruk plaster sphnt which was used m the evacuanon 
of lower-limb fractures with great success Jock Monro was 
a great character He was an excellent surgeon and one of the 
neatest operators I have ever seen He was a first-class adminis¬ 
trator He knew all the surgeons m the Middle East Force and 
was trusted and respened bv everyone He was good at most 
games, first-class at golf, and an enthusiasnc small-boat sailor 
He had a great fund of humour, and was excellent company 
It is a sad thought that we shall not meet Jock again ” 

Dr G F T SAUNDERS 

M H H writes 

“ Dr G F T Saunders was no pubhatv hunter, but those 
who saw him at work came awav with a profound respect for 
his knowledge and menoilous thoroughness It was a remark¬ 
able expenence to go round the village of Kmtampo with bun, 
for manv years he was the only European hvmg there, and he 
appeared to know everyone and was usuallv follow ed, like the 
pied piper, by a throng of smilmg children He had a wav of 
convmcmg his colleagues that he genumely valued and wanted 
thar opmions, but his chaimmg humility m this respect 
concealed an encyclopaedic knowledge of medione and 
many other subjects It was typical of Saunders that m 1928, 
before anvbody had reported onchocercal bhndness m Africa, 
he commented m a departmental report that it was strange to 
find the same behef m the Lawra-Tumu district of the Gold 
Coast that was held by the naaves of Guatemala about the 
dangers of bhndness m assoaanon with Onchocerca nodules on 
the head Bv the death of this charmmg and erudite man the 
people of Ghana have lost a devoted servant ” 


Appointments 


R L, B M.B Load frc.s coasuIt 2 a plaruc surgeon St N'arv s 
Hospital London and plasac surgers and jaw injury centre Q^eea 
Victoria Hospital East Gnnstead 

Birnstd^gl, M a M-S Load FJt os consultant surgeon in charge of 
clinic fo' penpheral vascular disorders Ro>*al National Onhopirdic 
Hospital London 

Bruce, R.J M.B Aberd dJ'IRjd consultant radiologist South and Nonh 
Tecs side g-^mps of hospitals 

Dacie, a J I MB Load , Ramp on Hospj^ Redo-d 

N oninghamshire 

Linfoot C ^ MB Du.h assist..nt ph%*«iaaa (SJi mo) genatne unit 
Newcastle upon T>’ne hospiuil gnDjp 

Pj-OWRiCHT Neixie M ^ .B BuTO D cji D4» H ^cmor M-O PcnSTTOUth 

Spencer Pamela A1 m 3 Lend rji c.s mjlc .0 g s-^oind honoTr^ 
gynacologut, Italun Hospital London 

The Hospital for Sick Children, Great Ormond Street, 
London 

Capps, F P A ^ .b Lc^d p oest house ph*^iaan. 

Gilchrist G S♦^ b Gla-g hOwse'ph>'»ici 2 n 

Gcfta J S '.x Luckrow fj c.5 D o v x part ume o cphiialmic 
deparTr^en- 
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University of Ovford 

On Dee 10 the following degrees were conferred 

D M —R At Bannerman 

B Af —I G McGill, T N Miller, D H Myers, T H D Arie. IBP 
Stephenson Peter Husband, G E G Sladen, Chester White, W J Appleyard, 
Gerassimos Spyros Spathis, J E Candery, J S Smith, T S Low Beer, 
H P Berg D P G Bolton, R G Hett R A L Sutton, J \V Balter, 
I B Wood, R V Clements, L R C Bain, J R W Christie Broun, 
E W Meade, Charles RowJatt,! M Gumpel, M A Lee, C E Tayiar.A K 
McKinla^ S H Milton, H M B Busfleld, Anne M Waring, Sylvia N 
Clayton, Gillian R Sutton, Pamela P Hull, Anne C Maddocks Gillian At 
Roberts, Elizabeth J E Neale, J L Nicholas, D L Wingate, Tohn Ken- 
wright, S R Atcadow, J S Meyrick, John Mlllward (in absentio) 


University of London 

Dr M D Milne, lecturer at the Postgraduate Medical 
School of London, has been appointed to the chair of medicine 
at Westminster Medical School 

Dr Milne, who is 45 years of age, graduated DSC from the 
Um\ersit> of Manchester in 1936 and M B three years later Prom 
1940 to 1945 he served with the 8th Army in field units In 1946 he 
returned to Manchester and was house-physician and registrar at the 
Royal Infirmary In 1950 he was appointed lecturer in medicine at 
Manchester University, and he proceeded to the degree of M D the 
following year He took up his present appointment at Hammer¬ 
smith in 1952 He was elected F R c p in 1958 His published work 
has dealt mainly with renal disease and disorders of metabolism 

The title of professor of oral medicine has been conferred on 
Dr R V Bndlaw m respect of lus post at the Institute of 
Dental Surgery, of professor of biophysics as applied to 
medicine on Dr L F Lamerton in respect of his post at the 
Institute of Cancer Research Royal Cancer Hospital, of 
professor of occupational psychology on Mr Alee Rodger in 
respect of his post at Birkbcck College, and of professor of 
physical anthropology on Dr N A Barmcot m respect of his 
post at Umvcrsity College 


University of Aberdeen 
On Dec 14 the following degrees were conferred 

M D —Eleanor M Adams (with commendation) 

M B ,Ch B —M L G Addison, Alan Bremner, G M Bruce, D S GiU, 
Gordon Jamieson, Roy Mercer, Audrey F Stewort, Maty M Sutherlond 

University of Edinburgh 

The umvcrsity court is to administer as a trust fund the 
J J M Shaw Cancer Research Fund (Cancer Control Organi¬ 
sation for Edmburgh and South-East Scotland) of about 
£30,000 The capital and income of the fund arc to be applied 
at the discretion of the umvcrsity for research into the causes 
and treatment of malignant disease and, in particular, to 
provide fellowships or travelling scholarships 

Dr Bruce Mackay has been appointed to a lectureship in 
anatomy, and Dr R G S Leask to a lectureship in chmeal 
chemistry 

Royal College of Physicians of London 

Dr Louis Forman will deliver a Watson Smith lecture on 
Tuesday, Jan 10, at 5 P M, at the college, Pall Moll East, 
S W 1 He will speak on the reacuon of the skin to certain 
metals 


British Institute of Radiology 
The annual congress of this institute will be held from 
April 26 to 28 at Church House and Central Hall, London, 
S W 1 


Wanted in the Congo 

The World Health Organisation is urgently seelung to recruit 
more staff, all of whom must speak fluent French, for the 
health services in the Congo 

There are over 100 vacancies for physicians, surgeons, atucsthctists, 
microbiologists, public-health officers, pharmacists, radiographers, 
and field and laboratory technicians at salaries ranging from S3600 
to S7300 The candidates are being recruited by W H O on the 
assumption that they may after a suitable period be offered long-term 
contracts by the Congolese Government All interested should wrrite 
for full details to the regional director, WHO, 8, Scherfigsvej, 
Copenhagen, 0, Denmark 


London Jewish Hospital Medical Society 
A meeting of this society will be held on Thursday, 1 
at 8 15 P M, at 11, Chandos Street, London, W 1, wl 
C 0 Carter will speak on Advice to Parents on Gcncti 

Society for Psychosomatic Research , 

This society is offering a prize of £50, given by 
Holley Stewart trust, for original observations on a ' 
somatic theme studied in patients seen m general p ■ 
Entries should be sent to the secretary, 96, Poitlanc 
London, 1, by Dec 1, 1961 

British Occupational Hygiene Society 
A meeting on health physics is to be held by this sot 
Wednesday, Jan 4, at 10 am, at the London Sd 
Hygiene, Kcppel Street, London, W C 1 In the n 
tlicrc will be a discussion on personal radiation dose m 
ments and in the afternoon on environmental measurt 
Further particulars may be had from the hon pubhcity' 
Dr J S McLmtock, Medical Service, National Coal ' 
Hobart House, London, S W 1 

Medical Academy in Singapore 
This body, which spcciahsts in all branches of 
medicine set up m Singapore m 1958 imdcr the title v- 
Academy of Physicians and Surgeons, has changed its n 
Academy of Mcdicmc The oStce-bcarers for 1960-61 ^ 
Alnster, Mr D W C Gavvnc, assistant master^ Dr G 
Leng, scribe. Dr Ho Yuen (General Hospital, Singapore, 3), 
Dr N C Sen Gupta, bedel, Mr J A Jansen, censors, Prol ' 
Ransomc, Prof G S Ycoh, Mr D R Gunn, Dr Khoo Oo 
Mr Y Cfehtn 

Institute of Diseases of the Chest, London 

Clmical demonstrations for doctors will be arranf 
Dr K M Citron on Fridays from Jan 13 to March 24 •• 
lectures will be given on Wednesdays from Jan 11 to Mt ^ 
by Sir Russell Brock, Dr N Lloyd Rusby, Mr W P C 
Dr F P Lee Lander, Mr J R Belcher, Dr E H H 
Dr J H Scadding, Mr L L Bromley, Dr R V C 
Mr Donald Barlow, and Dr Lynne Reid All the li 
will be held at 5 P M at the institute, Brorapton H( ' 
Fulham Road, S W 3 

New Headquarters for WHO 

Representatives of the Swiss Confederation, the Re 
and Canton of Geneva, and the World Health Orgamsat 
Dec 5 signed formal agreements concerning the consti 
of the new headquarters buildmg for W H O m Genev ^ 
The agreements provide for an interest-free loan of 20 
Swiss francs granted by the Confederation, and another 
million Swiss francs at a nominal interest granted by the S ^ 
Geneva The site, known as “ Chautagnes ’, is in the comtr 
Pregny-ChambSsy M Jean Tschumi, professor of archi ^ 
at the Boole Polytcchnique de Lausanne, has designed th 
ten-storey bmiding, which is to cover an area of 16,425 sq 
IS to have a “ curtain ’ fagade composed of glass walls with alum 
sunbreak elements on a framework of reinforced concrete c 
with marble 


A meeting of the medical group of the Royal Photographic 
of Great Britain will be held on Thursday, Jan 5, at 7 I 
16, Princes Gate, London, S W 7, when Mr Charles Engel a 
John Brace will speak on closed-circuit television in medical du 
research, and teaching 

Corrigendum Amtcoagulant Therapy —An error is conta 
the opening of our account (Dec 3, p 1247) of this symf 
Dr R P Biggs said that the coumarin anticoagulant drugs < 
fall in the blood-level of factor vii (not vin), ix, and x 


BirthSj Marriages, Deaths 


BIRTHS 

«On Nov 22, at the Western Hospital, Toronto, to PameJa, 
Dr A M Wiley—a son 



The Lancet • Saturday 31 December i960 


HUMORAL 

CHANGES IN ARTERIOSCLEROSIS 
^’ESTIGAHONS ON LIPIDS, FATTY ACIDS, 
ETONE BODIES, PYRUVIC ACID, LACTIC 
ACID, AND GLUCOSE IN THE BLOOD 

W SCHRADE E BOEHLE 

M D FranUiirt M D Frankfurt 

ROfESSOR OF MEDICrVE CLINICAL ASSISTANT 

R Biegler 

M D Frankfurt 
CLINICAL ASSISTANT 

E FIRST MEDICAL CLINIC, UNIVERSITY OF FRANKFURT-ON-MAIN 

Investigations of the humoral changes m arterio- 
lerosis have been almost entirely restricted to the 
inous hpid substances, but the mcrease of hpids m the 
ood IS only a part of a complex humoral syndrome 

Methods and Cases 

We made these mvestigations and estimations 
(1) Total hpids by extraction svith alcohol/ether (3/1), 
dis'olvmg the extract in chloroform, drying and weighing, 
) total and free cholesterol (Schmidt-Thome and Augustm 
’^)i (3) hpid phosphorus (Allen 1940), (4) acetone, aceto- 
snc acid, P-oxybutync acid (Engfeldt 1920, modified by 
Kigenvald 1960), (5) pvTusic and lacuc acid using spectro- 
otometnc techmque (Warburg and Christian 1937), (6) 
uyenoic acids, spectrophotometncaUv, after isomerisation by 
I^CHerb and Riemenschneider 1953), and (7) fatty acids by 
chromatography (James and Martm 1952), both m the 
'tal fatty acids and m the fatty acids of the mdividual hpid 
actions 

Separation of the phosphohpids from the total hpid fraction 
f dialysis usmg the techmque of van Beers et al (1958), 
•paration of unestenfied fatty aads with ' Amberlite ira 45 ’ 
legler et al 1960), fracnonauon of the cholesterol esters 
la glycerides b\ adsorpnon chromatography on sicilic acid 
in the spectrophotometnc estimanon of pohenoic acids, 
nj-acid concentrauons which gave absorpuon maxima for 
™! three-, and four-fold unsaturated fatty acids were 
sated Smce the optimum isomensaUon condinons differ for 
Polyenoic acids, it is not feasible to estimate the 
lofold to six-fold unsaturated fatty aads m a smgle estimanon 
t^I^anoa of significance was earned out by Student’s 
-distribution When p was less than 0 05, the differences 
ate regarded as significant 
'“es Studied 

Male ambulatory patients with arteriosclerosis were 
samined One senes also mcluded a few w omen (table v) 
cnosclerosis ” was diagnosed if the patients had 
^enenced either a myocardial infarction or a cerebral 
f ^ hnd suffered from angma pectoris or a sclerosis 
e peripheral arteries The diagnosis was supported 
nd^™*^^’ electrocardiographic, oscillographic, 

angiographic exarmnanons The control sub)ects 
^ re men imder observation—one senes also mcluded a 
(tnble v)—or members of the staff of the 
nt ill ^ complete exaimnanon w ere free from 

Lism h (P^i^cularly of the circulaton, sy stem), or any 
n,, , inetabohsm Patients and controls were 

S to age-groups 

body-types were classified accordmg to 
nomenclature (Kretschmer 1951), and bt 
inrkhardt’s index (Burkhardt 1939 )- 

j _ bod% length ° 
weight X 100 


Persons with an mdex under 700 tvere designated 
athletic-pykmc (mesomorphic) Indices under 550 
characterised pykmes (endomorphs), leptosomatics (ecto¬ 
morphs) had values over 900 No particular tvpe could be 
assigned to persons with mdices between 700 and 900 
Patients and controls received the usual hospital diet 
No speaal dietetic arrangements were made before the 
exammations were performed The blood-samples were 
taken before breakfast, after an o\ ermght fast of twelve to 
fourteen hours As there is an almost mvariable fall of 
blood-hpids after my ocardial infarction, analy ses m these 
cases were not carried out until the lapse of at least seven 
weeks from the acute episode 

Results 

THE LIPID CONTENT OF THE BLOOD 

Fig 1 is based on 452 male cases of arteriosclerosis, and 
shows the mean values of total cholesterol, free cholesterol, 
phosphohpids, and (calculated) gly cendes 60 healthy men 
of approximately the same age (40 to 60) served as 
controls In the patients with arteriosclerosis, the 
glycerides vv ere the most raised of the hpid fractions The 
mcrease of the total cholesterol and of phosphohpids is 
approximately the same, and is relatively shght The 
distmctly greater rise of glycerides, compared with that of 
cholesterol and phosphohpids, was also demonstrated in 
another senes, m which the glycerides were not calculated 
but were esumated bv absorption chromatography The 
fastmg serum of patients with artenosclerosis is often 
shghtly turbid as a result of the increased gly cendes 
The mtensitv and frequenev’ of hyTerhpidaenua differed 
with the type of artenosclerosis and with the vascular 
temtory'm which the changes were prmapally locahsed 
(table i) 

Hyperhpidaemia was greatest in patients with coronary^ 
disease (321), and least m those with cerebral sclerosis (71) 
Cases with predommantlv penpheral disease (60) were 
mtermediate 70% of the total number of pauents had 


+29 2 % 



Ipig 1—^L!pid content of the blood in 432 arteriosclerotic and €0 
bealth> subjects Mean\alues (Mg "o *= nsp per 100 mL) 

DD 


7165 



1410 DECEMBER 31, 1960 


ORIGINAL ARTICLES 


THE LANCET 


TABLE I—THE BLOOD-LIPIDS IN HEALTHY PERSONS AND PATIENTS WITH DIFFERENT LOCALISATION OF ARTERIOSCLEROSIS 

(Mem and standard error of the mean) 


— 

Number 

of 

cases 

Toni lipids 
(mg per 100mi) 

Total 
cholesterol 
(mg per 100 ml) 

Tree 

cholesterol 
(mg per 100 ml) 

Phospholipids 
(mg per 100 ml) 

Glycerides 
(mg per 100 ml) 

Healthy pcr‘ions ( 16-60 > cars of age) ' 

M>ocardnl infarction ! 

Angina pectoris 

Coronary ind cerebral arteriosclerosis 

Coronary and pcriphtnl arteriosclerosis 

Coronary cerebral and peripheral nrtcrio- ' 
sclerosis 

Coroinr> sclerosis (total) 

Cerebral sclerosis 

Pcriphcnl arteriosclerosis 

60 1 
171 

73 

33 

35 

6 

321 

71 

60 

809 i 12 8 
1090d-20 6 1 

1070 X24 1 
1082X25 2 1 

1068X25 5 

1301 i 39 2 

1 10S6d215 

931X152 
969X16 3 

205X4 9 
240X9 7 1 

2J3L112 
213X97 
249X8 7 

264X13 4 
213X10 1 
227X8 5 
, 232X8 8 

79X27 

79 15 4 1 

79X7 2 
78X8 1 1 

78X6 5 

95X94 
79X7 6 

72 i 4 9 
75X6 0 

190 J 4 7 
224X8 8 
226X9 4 

1 229X8 4 

227X9 3 

237X9 1 
226X9 0 
218X7 7 
214X8 1 

324i91 

508 ±14 5 
481±172 
490±18 3 
467±17 1 

680±24 3 
497±17 7 
376±n2 
403112 0 

Arteriosclerosis (total) 

152 

1017X166 

239 JL7 1 

77X43 

223X7 9 

466X12 1 


hyperlipidT-mia, while the lipid values in the blood of the 
Other 29'/',, hy within norrml limits Of the 321 cases of 
coronary sclerosis, 80% showed an increase of blood- 
hpids, but only 46 5°o of cases of cerebral sclerosis showed 
such a change Among 60 cases of peripheral sclerosis, 
60% showed an increase of blood-hpids (Bochle ct al 
1958) 

^he different levels and varying frequency of hyper- 
lipidxmia m the three groups arc associated with the 
different bodily build and age-groups—among otlier 
factors—of patients w'lth coronary, cerebral, and peri¬ 
pheral sclerosis Of 321 persons with coronary disease, 
66% were of pyknic or pykno-atlilctic type, 31% wTth 
relatively featureless body-tipe, and only 1 8% were 
leptosomes On the other hand, in patients v/ith the 
cerebral sclerosis, those with a relatively non-charactcnstic 
build or of leptosomatic type were predominant 46% had 
an index between 700 and 900, 6% above 900 Of the 
cases of peripheral sclerosis, only 33% belonged to the 
pyknic or pykno-athlctic group, the majority (60%) were 
uncharacteristic, while 1% were distinctly Icptosomauc 

<_endomorph-mesomorph-unchoractertshc ectomorph - 

I 

Co ronani scterotics 

m 9 % Total lipids (321 Cases) 

moo-, 


There is a negative correlation between the somatic 
index and the total hpids (fig 2) Tins was statistically 
demonstrated in the coronary and cerebral sclerosis 
groups In peripheral sclerosis, tlie coefficient of correla¬ 
tion ( — 0 34) was shghtly below the stansHcal coincidence 
value (—0 37) It follows that, in arteriosclerosis, the 
greater the body-bulk, the higher is the blood-hpid level 
A second significant factor is age The majority of cases 
of cerebral sclerosis (63%) were over 60 (indeed, almost 
half of them were over 70), whereas patients under 60 
formed the majority (75%) of cases of coronary sclerosis, 
the largest proportion (63%) being between 45 and 60 
This age-distribuuon partly explains the fact that the 
mean values of blood-hpids in coronary sclerosis are 
higher than in cerebral sclerosis, because the age-trend of 
blood-hpids usually reaches its maximum in the sixth 
decade and because, after 60, the mean values for blood- 
hpids tend to fall 

THE FATTY ACIDS OF THE BLOOD 

Since all blood-hpid fractions, except the free 
cholesterol, contain fatty acids, there arises 
the question of their behaviour in association 
with hypcrhpidxmia in arteriosclerosis Such 
invesugations appear to be of parucular 
importance because it is known that the 
fatty-acid content of the diet greatly influences 
the lipid level m the blood We have mvesti- 
gated a large number of arteriosclerouc 
patients and normal persons by analysing the 
total fatty acids of the serum—both spectro- ' 
photometrically, after isomerisation with j 
alkali, and by gas chromatography In a third ' 
scries, spectrophotometric estimations of j 
polyenoic acids, and in a fourth series gas- ' 
chromatographic analyses of the fatty acids of i 
tile various lipid fractions, were undertaken j 

Spectroplwtometnc Estimation of Polycnoic Acids 
in the Total Fatty Acids of the Serum 

Table ii presents the mean values found m 
100 male arteriosclerotics with hyperhpid- 
aimia, and those of 85 healthy male subjects 
with normolipidaimia The total fatty acids * 
were 59 2% higher in the arteriosclerotics 
than in the control group, but the polyenoic 
acids played little or no part in this increase ' , 
The serum in the arteriosclerotics showed a 
slight rise of linoleic and a slight decrease of ^ 
arachidonic acid, but the differences from the 
control group were not sigmficant It follows, t ^ 
therefore, that the mcrease of total fatty , ^ 
acids in arteriosclerotics is caused by the non- 
essential fatty acids—i e, the saturated and 



I Index 

riE 2—Correlation between the ^omntle index hnd the total Iipld content of the 
blood in 231 patients with coromry sclerosis 
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TABLE II—^THE POLYENOIC ACIDS IN THE BLOOD OF HEALTHY AND ARTERIOSCLEROTIC SOTJECTS 
(Mean and standard error of the mean) 





Total Iipid 
(mg per 100 
ml serum) 

Total 

Dienotc 

Tnenoic 

Tetraenoic 

Group 

Age 

No 

fatty acid 
(mg per 100 
ml scrum) 

(mg per 100 
ml serum) 

(percentage 
of total 
fatty acids) 

(mg per 100 
ml serum) 

(percentage 
of total 
fatty acids) 

(mg per 100 
ml serum) 

(percentage 
of total 
fatly acids) 


20-30 

23 

708 ±20 0 

314±16 2 

66 4±3 1 

21 1±0 9 

9 1±1 3 

29±05 

126±07 

40±02 

I Healthy 

31-40 

20 

734 ±18 3 

330 ±12 8 

69 0±2 9 

20 9±0 6 

99±1 6 

30±07 

11 2±09 

39±02 

41-50 

16 

768 ±20 4 

356 ±13 6 

72 5±3 9 

20 3±0 8 

10 3±1 4 

2 9 ±0 4 

132±08 

37±04 


51-60 

20 

778 ±24 2 

364±16 4 

74 5±2 9 

20 2±0 9 

11 6±1 4 

32±05 

12 7±0 8 

35±03 

All cases 

61-70 

6 

770 ±38 0 

378 ±22 4 

74 4±5 2 

19 7±1 7 

11 7±20 

3 1±08 

125±09 

33±07 


85 

762 ±20 2 

355 ±14 2 

72 5±3 0 

20 4±0 9 

106±14 

3 0±0 6 

13 1±0 8 

37±03 


<40 

2 

1310±26 8 

648 ±13 1 

95 5±2 9 

149±02 

20 8±1 4 

3 2±0 2 

123±06 

19±0 08 

II Arteriosclerotic 

41-50 

31 

1215 ±49 9 

626 ±22 0 

88 2±5 2 

14 1±0 7 

16 2±2 9 

2 6±0 4 

113±08 

1 8±0 16 

51-60 

43 

1100±43 7 

524 ±20 4 

76 4±4 6 

14 6±0 5 

152±27 

29±05 

11 0±1 1 

2 1±0 13 

All cases 

61-70 

24 

1086±52 0 

510±28 6 

80 6 ±5 I 

15 8±0 8 

153±26 

30±04 

102±1 2 

2 0±0 19 


100 

1185±48 2 

565 ±22 6 

83 6 +4 8 

148 + 06 

163+27 

29-t04 

11 3 + 1 0 

20 + 0 16 

Difference as a per¬ 
centage between i 
and II 



+ 55 2 

+59 2 

+ 155 

-27 5 

4-53 8 

-3 3 

-13 5 

-46 0 


the monounsaturated acids Accordingly, the mcreased 
lipids circulatmg m the blood of arteriosclerotic patients 
■with hyperhpidffimia have a different composition from 
those m the controls In the arteriosclerotics, the linoleic 
acid formed 14 8% of the total fatty acids in the blood, 
whereas m the normals it was 20 4% This difference is 
significant (t=5 1, p=>0 001) The percentages of 
hnolemc acid m the two groups are not defiiutely different, 
but the proportion of arachidomc acid is significantly 
reduced m the arteriosclerotic group (t=4 85,p= >0 001) 
As shown in table li, the total hpid and the total fatty- 
acid content of the blood rises ■with increasing age in the 
examined controls The proportions of hnoleic and 
arachidomc acids m the total fatty acids decrease slightly 
The differences m the proportions of the polyenoic acids 
between the healthy and the arteriosclerotic subjects are 
sigmficant also m corresponding age-groups (t=5 0, 
P =>0 001 ) 


Gas-chromatographic InvesUgatton of the Total Fatty Acids m 
Serum 


Two further series, one of 34 normal men and one of 
42 arteriosclerotic men, were invesugated The total 
serum-hpids m the normals varied between 628 and 
962 mg per 100 ml (mean 805 mg ), the total fatty acids 
between 287 and 503 mg (mean 393 mg ) Among the 
arteriosclerotics, 32 showed hyperhpidxmia with a total 
hpid content between 933 and 1830 mg (mean 1195 mg ), 
fiOR acids between 453 and 1007 mg (mean 

0° mg) In the 10 arteriosclerotics with unconfirmed 
yperhpidKmia, the mean value of the serum-hpids was 
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Fig 3—Gas chromatograms of mcthyl-estcrlfiecl fatty acids of the 
blood in 1 healthy (above) and 1 arteriosclerotic subject (below) 

847 mg (734-987 mg ), and of the total fatty-acid content 
393 mg (317-437 mg) 

Gas chromatograms of serum fatty acids m a healthy 
subject -with a normal level of blood-hpids, and in an 
arteriosclerotic with hyperhpidaemia show distinct differ¬ 
ences Fig 3 gives a typical example Among other 


table ni—COMPOSITION OF THE SERUM FATTY ACIDS IN HEALTHY AND ARTERIOSCLEROTIC PATIENTS WITH AND WITHOUT 
. HYPERLIPIDIEMIA (Mean and standard error of the mean) 


Group 

Age 

Mean 

age 

Num 
ber of 
cases 

Total 
fatty 
acids 
(mg per 
100 ml) 

Percentage of total fatty acids 

Mynstic 

Palmitic 

Palmit 

oleic 

Stearic 

Oleic 

Linoleic 

Arachi 

dome 

Rematmng 


<30 

23 

10 

385+20 

1 43±0 15 

27 75+0 58 

6 67 ±0 96 

6 70+0 76 

25 10 + 1 21 

24 35±1 28 

5 12+051 

2 88+0 23 


31-40 

36 

4 

400 ±14 

1 53±0 15 

26 72±1 36 

5 78 ±0 42 

6 44 + 0 42 

27 20 ± 1 09 

23 13 + 1 97 

5 48+0 79 

3 72+0 28 

Health) 

41-50 

46 

5 

382+26 

1 44-^0 13 

27 17±1 71 

6 76+0 77 

6 36+0 56 

24 39±1 81 

23 91+2 34 

672 + 1 39 

3 25±0 16 


51-60 

56 

9 

396 ±17 

1 16±0 13 

27 50 + 0 95 

7 00±1 09 

6 68+0 82 

26 77±0 59 

22 85 + 1 17 

4 97 + 0 54 

307+021 


61-70 

68 

6 

408+30 

1 85±0 27 

27 38-^0 92 

7 73 ±0 92 

572+095 

25 72±1 10 

22 64 ± 1 09 

5 46+0 44 

3 50 + 0 47 

- 

ATI cases 

44 

34 

393 ±19 

1 45 ±0 09 

27 41 ±0 43 

6 86 + 0 44 

6 44+0 36 

25 79+0 51 

23 45+0 65 

541+031 

3 19+022 


41-50 

45 

3 

651±122 

1 92 ±0 66 

32 58-t0 69 

1083+0 41 

5 15±0 19 

25 63±1 03 

18 09+0 63 

232 + 0 12 

348+031 

Math 

51-60 

57 

17 

581 ±22 

1 50±0 16 

31 37+0 81 

8 25-»-0 53 

6 39+0 46 

28 96 ±0 71 

17 38+0 70 

282 + 032 

3 33+0 32 

"mrlipidsnua 

61-70 

64 

9 

653±61 

1 36-^0 15 

32 35 ± 1 26 

8 74 ±0 57 

5 28+0 41 

28 54 + 1 43 

18 08 + 1 50 

2 74+0 62 

2 91x0 72 


>70 

74 

3 

578-»-53 

1 80-*-0 18 

31 26±2 17 

5 34 ±0 72 

9 56+2 19 

23 39+0 98 

18 97+2 52 

3 13+0 34 

6 58 + 3 28 

-- 

All cases 

56 

32 

608 ±41 

1 53±0 11 

32 06±0 58 

8 36 ±0 39 

6 26 + 0 34 

28 01+0 61 

17 79 + 0 57 

2 77+0 23 

322+095 


41-50 

48 

4 

381 +23 

1 914 0 48 

28 12+1 14 

949+1 18 

4 90-i-O 27 

26 98-^0 73 

22 03+2 23 

3 22+046 

3 35+085 

hySSw'’™' 

51-60 

56 

4 

387^21 

0 97±0 29 

31 63 + 1 05 

8 02+0 86 

5 42-^-0 35 

27 41-«-l 34 

19 62J-1 45 

4 30+059 

2 63x0 20 

“I’petupimia 

>60 

69 

2 

420-i-Q 

1 22±0 18 

29 16 ±2 14 

6 53+2 06 

5 82+0 69 

28 00 ± 1 73 

21 21-^051 

4 25 i 1 20 

3 81 ±0 83 

-__ 

An cases 

55 

10 

393 ±17 

1 39+0 25 

29 73+0 83 

8 312:0 72 

5 29+0 23 

27 35+0 63 

20 90 + 1 07 

3 86 + 0 38 

3 17 + 0 51 
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Total Lfplds Ketone bodes Uncstcrlfied FattyocKK Pyrwwcacfd Laebe acid 

rig 5—Content of ketone bodies, pyruvic acid, and lactic acid In the blood of 100 
healthy subjects and 100 ortcriosclerotlcs Meon values per 100 ml) 


normal sugar-tolerance, but with a de¬ 
creased index—e , with increasing body- 
weight, abnormal tolerance curves became 
more frequent All pauents with pyknic 
characteristics had a decreased tolerance 
Fig 9 shows that underweight artcrio- 
sclerotics had abnormal blood-sugar curves 
much less frequently than those who were 
overweight The blood-sugar curve was 
always abnormal if there was gross over¬ 
weight With two exceptions, it was found 
that the frequency of abnormal tolerance 
curves increased the greater the degree of 
hyperhpidasmia With more than 1400 mg 
per 100 ml total blood-hpids all patients 
presented abnormal sugar-tolerance curves 


applies to the acetone, acetoacetic acid and (l-oxybutyric 
acid The control-group mean value for pyruvic aad was 
643 pg (±28 7), and in the artenosclerotics, 1019 pg 
(±56 1) This increase of 58 4% is significant (t=5 62, 
p=>0001), as IS that of lactic acid in the artcrio- 


(fig 10) 

Our results show that, in arteriosclerosis, abnormal 
sugar-tolerance curves are often found in those of pykmc- 
athletic (mesomorphic) or pyknic (endomorphic) build, 
especially when there is a tendency to corpulence 
It also appears tliat there is a similar relation between 


sclerotics 23 4 mg (±13) was the mean in the patients, 
as compared with 13 5 mg (±1 1) in the controls (t=5 83, 
p= >0 001) 

INVESTIGATION OF CARBOHYDRATE TOLERANCE 

Double glucose-loadmg tests were carried out on 192 
non-diabeuc arteriosclerotics, and on 52 control subjects 
(Boehle and Schrade 1960) In 108 of the former (56 3%) 
the result was abnormal (fig 6) The blood-sugar rcacaon 
was normal m ^4 cases (43 7%) In 35 of the arterio- 



f 30 60 90 120 ISO 180 210 min 

rig 6_Blood-sugnr curves after glucose-loading tests In healthy 

and arteriosclerotic subjects (Mean values and scatter ) 



rjg 7—Relation between response to sugar-loading and oge In 
arteriosclerosis 


correlation between disturbance of carbohydrate meta¬ 
bolism and age is less close 

These relations may explain that decreased carbo- 
hydrate-tolerance IS most frequent m patients tvi± 
myocar±al infarction, in this group, the majority were 
between the ages of 50 and 60 and were either of pykno- 
athletic or of pyknic build and also had hjqierhpidaimia 
In other groups also, the probability of to±ng a 
decreased sugar-tolerance was greater (1) the older the 
patient, (2) the more striking the pyknic or pykno-athleuc 
features, and (3) the higher the level of blood-hpids It 
was found that abnormal tolerance curves could, however, 


sclerotics, there was slight glycosuria during the loading 
test 

This latent disturbance of carbohydrate metabohsm was 
most frequent in patients with myocardial infarction, of 
74 cases in this group, 73% showed an abnormal response 
to loa±ng On the other hand, only 40% of the 38 cases 
of cerebral and 35 cases of peripheral sclerosis showed 
reduced sugar-tolerance 

Fig 7 shows that a normal blood-sugar response was 
commoner than an abnormal one in the younger patients 
In the age-group 46 to 50, the number with a normal and 
with a pathological response was about equal Above the 
age of 50, the proportion of patients with decreased sugar- 
toleiance increased, and m the eighth decade, practically 
all patients had an abnormal tolerance 

Fig 8 shows the relation between the results of sugar- 
loa±ng and the constitutional type of the patient With 
few exceptions, leptosomatics with arteriosclerosis had 


occur in patients with diametrically different charac¬ 
teristics —1 e, those of the asthemc-leptosomic type, 
underweight, and with low blood-hpids , 

It must be indicated that the sugar-loa±ng tests in 
patients with myocardial infarction, described here, were 



FJff 8—Relation between response to sugar-loocllng and constltu 
tional type in arteriosclerosis 
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n? 9— ^Relation between response to sugar-loading and bods-weight 
la arteriosclerosis 


earned out not earlier than seven to eight weeks after the 
acme episode, because we found that in the first (ia\s 
after the infarction, and occasionally after a cerebral 
attach, the carbohydrate metabolism was usually 
temporarily disturbed 


Discussion 

Our mvesngations show that biochemical abnormahues, 
affecting vanous fields of metabohsm, occur m patients 
with artenosclerosis Apart from hpoproteins, which are 
not considered here, blood-hpids are most commonls 
altered Of these, the tnglycendes of the serum show the 
greatest mcrease, while the mcrease of cholesterol and of 
pho^holipids is distmctlj less (Hauss and Boehle 1955, 
Boehle et ah 1958, Schrade et al 1959) Albnnk and Man 
(1959) have recently found an increase of tnglvcendes in 
artenosclerosis 

The composition of the fatu aads of the serum-hpids 
IS charactensucally changed in cases of arteriosclerosis 
with hyperhpidmtma The increase m the total fattv 
aads of the serum is caused almost ennrelv by an mcrease 
of saturated and monoenoic aads there is onlj a shght 



between response to sugar-loading and Upid 
lent of the blood m arteriosclerosis 

of linoleic aad Arachidomc aad is hkelv to be 
reduced 

Our spectrophotometnc and gas-chromatographic 
0 servanons gave identical results The total hpid extract 
^^^®^°s'^ferosis with hj-perhpidmrma is richer m non- 
«senual fatty aads and poorer m essential ones than is 
tt'e m health 

^ fhis shift m the spectrum of the total fattv aads partiv 
^mds on the great mcrease of mgl%cendes, which are 
add composed of non-essennal fam aads In 

loc *' ‘^'rrion effect ”, there is also a patho- 

^^posinon of the mdindual hpid fractions 
chol' the extra fatu aads of the derated 

and phosphohpids are largeh saturated, 

£gd^°^°^-3turated, and onl\ to a lesser extent poh enoic 

“Snes of exammanons, a aeaeased propomon 
-cludomc aad was found (bi spectrophotometry) in 


the fatu acids of the ghcendes of the artenosclerouc 
patients Antoms and Bersohn (1960) also stated that 
there vas a dimmution of the proportion of all poh enoic 
aads in the tngh cendes of panents with ischsmic heart 
disease (bj spectrophotometry) 

Our results comade ivith those of Lewis (1958), but 
differ from those of James et al (1957) 
Spectrophotomstncallv, Lewis found less hnoleic aad m the 
cholesterol esters of 12 cases of mvocardial infarction than in 
healthv subjens On the other hand James et al, using gas 
chromatographv, did not detect anv difference between the 
Imoleic-aod content m either the acetone-soluble or the acetone- 
unsoluble fraction of the plasma-hpids in 12 co-oaarv cases 
and in 12 normal cases It should be noted that James onh 
msesngated patients with no mcrease of cholesterol and 
glycerides m the plasma, whereas ue hate found that, as a 
general rule, the proportions of fatu aads are otilt changed m 
cases of arteriosclerosis that are accompamed bv hyper- 
hpidgmia. Furthermore, the \alues for Imoleic aau (12 1 or 
12 4°o) in the acetone-soluble fraction, giten by James et al 
(1957), are remarkably low This acetone-soluble ffacnon con¬ 
tains the tnglvcendes (mth a Imoleic-aad content of about 
10°o), but It also contams the cholesterol esters which have 
a distmctlt higner content of hnoleic aad 

The changes demonstrated m the fatty-aad components 
of the blood-hpids cannot be regaraed as bemg speafic, 
because we has e found similar ones m other examples of 
hvperhpidsmia, espeaally m diabetes, while similar but 
less stnkmg changes occur m mvxoedema and m the 
nephrotic syndrome (Schrade et al 1959) The hsper- 
hpidffimia of artenosclerosis does, howeser, difier from 
the other endogenous upes, as it is, at least to some extent, 
affected bv nutnm e faaors 

If one bears m mmd the fact that, m artenosclerosis, the 
blood contams an excess of non-essennal faru' aads and 
that there is a relam e (not a true) defiat of essennal fatu 
aads, the known effects of \anous food fats on the 
blood-hpids become comprehensible 

The hvperhpidEinia of anenosclerosis is conneaed with 
the vananons of the mtermediate products of fat 
catabohsm and of gly colvsis m the blood In blood, taken 
under the same condinons as those required for estimanon 
of basal metabohsm, the ketone bodies are reduced, and 
the pvruac and lacnc aads are raised m anenosclerosis 
with hvperhpidEmia It must be empbasisea that none 
of the panents show ed signs of circulatory decompensanon 
or of h\er disease It should be mennoned that oral 
administranon of 62 5 g of butter to artenoscleronc 
subjeas did not lead to a nse of ketone bodies, or, m 
comparison with the controls, onl\ to a greatlv delaved 
mcrease After oral administranon of two doses, each of 
50 g of dextrose, the pvnrnc aad and lacnc acid rose 
much higher than m the controls Tne pamapanon of 
carbohydrate metabohsm is also shown by the frequency 
of an abnormal blood-sugar curve after double loading 
with glucose It must be added that Kohn and Prozan 
(1959) have recently demonstrated a high level of unc 
aad m the blood m anenosclerosis (Gertler et al 1951) 
Fmallv, It should be remembered that the glucoprotems 
of the serum mav be altered m anenosclerosis (4ntonmi 
1954, Voist and Schrader 1955 Schwartz and Gilmore 
195S) 

The hvperhpidstma of anenosclerosis forms onlv a 
pan of a general humoral svndromc There is obviousK 
a complex oisturbance of the regulatorv mechanism which 
normalJv mamtains a normal lev el in the b’ood of Iipids, 
hpoprotems and glucoprotems, glucose, and vanous o he- 
products of intermediate metabohsm—pe'haps al'o, o'" 
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unc acid This regulatory mechanism normally decreases 
in efficiency with advanang age the hpids increase, and 
the lipoprotein and glucoprotein spectra imdergo changes, 
while carbohydrate-tolerance dimimshes, although not to 
the same extent m both sexes or m all people It is possible 
that hereditary factors, constitution, and mode of nutrition 
(which may also be indicative of the constitutional type) 
are significant in this respect Many investigators have 
shown that, as a general rule, pykmc or athleto-pykmc 
people have a higher blood-lipid level than have those of 
slightly asthemc or leptosomic bmld It may well be that 
the factors of age and constitution explain why the 
humoral changes are most often encoimtered m cases of 
coronary sclerosis and least often in association with 
cerebral sclerosis, because, as we have demonstrated, 
among male coronary cases, between the ages of 50 and 60, 
pykmcs or athleto-pyknics predommated, whereas among 
those with cerebral sclerosis there were more older people 
of uncharacteristic or slender bmld 

The fact that in arteriosclerosis, there may be complex 
disturbances of metabohsm, which have a direct correlation 
with age, constitution, and nutriuonal state, indicates that 
the humoral syndrome is an independent phenomenon, 
not primarily connected with arteriosclerosis The 
observation that there is no parallehsm beuveen the type 
and extent of the vascular disease on the one hand, and 
the mtensity of the changes in the blood on the other, has 
the same sigmficance There are cases of extreme arterio¬ 
sclerosis, even with a pronoimced atheromatous character, 
in which the blood is normal Conversely, there may be 
well-marked blood changes in cases of shght and not 
extensive arteriosclerosis It cannot be doubted that 
humoral changes are not a necessary prereqmsite for the 
development of arteriosclerosis It is, however, highly 
probable that they further the development of this disease 

Summary 

Estimation of hpids in 452 cases of arteriosclerosis 
showed that the triglycerides in the blood are increased 
to a greater extent than cholesterol and phosphohpids 

HyperhpidEerma was seen most in 71% of cases with 
coronary disease, m 60% of those with peripheral 
sclerosis, but in only 46 5 cases of cerebral sclerosis 

The different frequency of hyperhpidsenua in the three 
groups IS associated (among other factors) with the fact 
that the bodily bmld and age-group of the coronary cases 
were different from those with cerebral sclerosis 

Spectrophotometric estimations on the serum of 100 
cases of arteriosclerosis, and gas-chromatographic analyses 
of 42 others, demonstrated a disunct increase in the pro¬ 
portions of saturated and monounsaturated fatty acids 
In arteriosclerosis accompamed by hyperlipidtemia, the 
serum-fat contains less hnoleic and aracludomc acids than 
m health 

In hyperhpidtemia, the extra fatty acids of the elevated 
cholesterol esters and phospholipids are largely saturated 
and monounsaturated, and only to a lesser extent polyenoic 
acids 

In 100 arteriosclerotics with hyperhpidsemia, it was 
found that the ketone bodies were decreased in the 
fasting blood, whereas pyruvic and lactic acids were 
increased 

In 192 non-diabetic arteriosclerotics, 56% showed 
dimimshed sugar-tolerance by the double-loading tech¬ 
nique There was a direct correlation between the dis¬ 
turbance of sugar-tolerance and blood-hpids, but a less 
close relauon to the age of the patients 


The mvestigauons indicate that hyperhpidtemia in 
arteriosclerosis forms part of a complex humoral syndrome, 
affectmg a variety of metabohc processes 


REFERENCES 

Antonis, A , Benohn, I (1960) Lance:, i, 998 

Wbnnk, M T , Mon, E B (1959) Arch mtern Med 103, 4 

Allen, R 1 L (1940) Bwchem J 30, 858 

Antonim.F M (1954)0 Gerontol 2,647 

Biesler, R, Boehle, E, Schrade, W, Abt, W (I960) K/m Wschr 38, 532 
Bochle,^^ Bieglcrj R , Hohnbaum, G (1958) AiidizintschCf no 16j April 19^ 

-- Schrade, W (1960) MUnch med W'schr 102, 665 
BurUiardt, L (1939) KonstLehre, 23, 373 
Engfcldt, N O (1920) Dissertation, Stockholm 

M , Gam, S M , Letme, S A (1951) Ann inlem Med 34, 

Hauss, W H , Boehle, E (1955) Ditch Arch him Med 202, 579 
Herb, S F, Riemenschneider, R W (1953) Analyt Chcm 25, 953 
James, A T, Martin, A J P (1952) Biochem J 50, 679 
, T E.Webb J , Trotter, W R (1957) Lower, i, 705 

Kohn, P N.Prozan, G B (1959)7 Amer med An 170, 1909 
Kretschmer, E (1951) Korperbau und Character Berlin 
Lewis, B (1958) Lancer, 11 , 71 

Lipskj, S R , Haavik, A , Hopper, C L,McDi\itt, R W (1957) 7 elm 
Invest 36, 233 

Schmidt Thome, J , Augustin, H (1942) Z physiol Chem 275, 190 
Schrade, \V , Boehle, E , Biegler, R (1959) K/in Wschr 37,1101 
Schwartz, C J , Gilmore, H R (1958) Circulation, 18, 191 
Stei«nvatd, K (1960) In the press 

van Beers, G J , de Jongh, H , Boldmgh, J (1958) Essential Fatty Acids, 
p 43 London 

Voigt, jk D , Schrader, E A (1955) Klin IPschr 33, 465 
Warburg, O , Chnstian, W (1937) Biochem Z 286, 81 


PREDNISOLONE AND TESTOSTERONE 
PROPIONATE IN CIRRHOSIS OF THE LIVER 
A CONTROLLED TRIAL 
Ronald Wells 

MB B Sc , Lond ,MRCP,DTM&H 
LATE MEDICAL REGISTRAR, 

DEPARTMENT OF MEDICINE, GENERAL HOSPITAL, SINGAPORE 

There is no generally accepted comprehensive thera¬ 
peutic regime for arrhosis of the hver This is not 
surprismgj because the progress of individual cases of 
arrhosis is tmpredictable, and, m the absence of dramau- 
cally successful methods, only extensive controlled trials 
can distmgmsh between responses to treatment and fortm- 
tous recoveries Such trials are difficult to organise in 
cirrhosis, and personal bias may affect the results 

The Patients 

In 1957, favourable reports from France of corticoid 
therapy for cirrhosis (Cachm et al 1957, Fraisse et al 
1957a and b, Girard et al 1957, Lamache et al 1957) 
and a study from Rome of testosterone propionate treat¬ 
ment for cirrhosis (Girolami 1953, 1956a and b) sug¬ 
gested an mvesugation in Singapore, where severe portal 
cirrhosis and postnecrotic cirrhosis are relatively common 
A clmical trial was orgamsed and was continued until 
late 1959 A personal bias in favour of the predmsolone 
and testosterone treatments did develop during the trial, 
but all patients were managed strictly in accordance with 
a predetermmed scheme, and because of language diffi¬ 
culties there was httle direct mental contact with the 
patients 

' All patients admitted during the first sixteen months of 
the trial period to one of the male medical wards at the 
Singapore General Hospital with the imtial diagnosis of 
cirrhosis were allocated to one of three series (control, 
prednisolone, testosterone) Some of these patients were 
suspected of having carcinoma of hver as well as cirrhosis, 
but It IS someumes difficult to distmguish caranoma 
from bemgn nodular hyperplasia of the hver, and so all 
these patients were mcluded m the trial with a view to 
rejecung them later if the diagnosis of carcmoma could j 
be confirmed quickly Of 97 patients initially mcluded, 

17 were rejected within the first few days The diagnosis 
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of onliosis of the liver vrss confirmed m the remsming 80 
Liver Diopsy vms none on all the patients, except 3 wno 
vrere moribima on adnussion A fin?1 classification was 
made in accordance with the report on classificanon of 
orrnosis bv Sherlock et aL (1956) 

The first 15 of the 97 panents were allocatea to one of the 
mree senes in rotanon. But tnis metnod was open to bias 
ween two or more cases presented simultaneousiv So en¬ 
velopes we*e p-epared containing aUocanon instructions, tnese 
were sealed, snuffied and 'enahv numnered. Each new 
^ent, after tne 15th, was first given a serial number and 
ms senes aUocanon was then detemnned b" opening tee 
spp“opii 2 te envelope At tne conclus on of tne trial analvris 
0 ^ tne classificanon data and a numcer of randormsanon 
cnechs showed tne tnree senes to have been ininallv suo'tan- 
mdlv snnilar (tab'e i) In mis senes, 18 oc* of 23 panents 
wta a iLstom of malnutnnon were opium acoicts 


Standard Investiganoiis and Therapeutic Regunes 

All panents not in coma ban a standard senes of mves- 
dganons 

included a hsmoglobin esnmanon, wmte-ceU rencu- 
Ow i.e, and platelet counts, ervtnroc-te-:eairaentanon ra’’c, 
'^[mm-pirreins bv electropho-esis, tnvmol uiro dit~, serum- 
mruoin ana alkaline pho'phatase, bromsulphalein escrenon, 
er b’ops**, and an X-rav of tne cnest. If tne panen* sur¬ 
ged, banum-swaUow and banuin-meal X-rav examinanons 
Were cone wit hin a few weeks of inclusion m tne trial. Records 
kep- of tne size of hver and spleen, me abdominal girtn 
^ tne bodv-weignt. The hsmatolomcal and hver-ftincnon 
i^wis were repeated at m'ewals curing me trial 
All panents m the control prednisolone, and testo- 
' ^dnes, who were not m preheranc coma were 
P'On a basic therapeutic regime 
The- had a fuU normal hospital die*, but, if mis was no* 
_ tne- were gi—en instead a 3000 calone houid diet, con- 

SO g of protein, b" rntragastne onp ''KTien discnnrged 
*vea-ed as outpanents, thev were encoutagea to ea* as 
-ca p-D j_n as po-^le. Througnou* me wno’e perod of 
^ me- received a daUv o-al vuarmn ^implement contam- 
^meunne (tmanune) 3S mg riboSavme o mg p-ncomne 
60 mg, fohe and 10 mg, asco-c c and 
in. 1500 un.ts of vitamin D The*” also recei-ea an 

^ ^vnon of 1000 ug of vitamm B „ wim a futmer 1000 

^ho we-e op um acmets usi.aU- cennneed to ta-ce 
'T' -un o- were giien mnr fuU recuiremenrs Xo 
made to reduce tneir op' -m m ho<p *al 
them'eli es sugges'ed '* as o; 


c' as ou*- 
um w-m- 

'vms to be pamculmv dangerous in the p-esence o. 


severe cirrno"!' AU me alcohohes were strongl- acvised to 
give up alcohol, acorn half of them ignored tnis aovice. 

If severe oedema or ascites was present, tne panents were 
given 2 or 3 g of dnlorotmaace and a similar amount of 
potassium cnionde. dail- Abdominal paracenresjs to reheve 
ascites was srx3 oen if pos^fcie sno was rarelv required. There 
were no intndenrs of hepanc coma mat could ce related to me 
Eormrustranon of cnlorotniazide. A smgle m,ecnon of 30 mg 
of menapnmone (vitamm K) was given if me one-stage pro- 
thromoin-nme was more man 120" j of normal before Irver 
bmp'- Prenenanc and nepanc coma were treated br* non- 
pto'em feeding daUv administranon of 25 g of sodium gluta- 
ma*e mira-enouslv 2 g of tetrac"chne daUv, and careful con¬ 
trol of ^ 60 ^ 0^6 balance Gasrromtestmal hsmorrnage was 
treated conservan-ei- bv blood-rransfus’on, and bv me aomm- 
istranon of 2 g of terrac-cime daU- until melsna ceased. 

All patients m the prednisolone senes were given an 
initial four-week course of 20 mg of prednisolone daily, 
and men, beginning with me sevenm week, were given 
one week’s prednisolone merapv at me same dosage ever" 
four weeks In aoennon to me prednisolone, mese patients 
were given 40 umts of a long-acting comcotropmn 
preparanon every fortnight. 

All patients m me testosterone senes were given mjec- 
tions of 100 mg of testosterone propionate on alternate 
days for the first four weeks and thereafter 300 mg every 
fortnight 

Results 

FoHorz-up 

All sunnvmg panents were treated m Hospital until fit 
for discharge and for outpanent treatment Some panents 
relapsed after oiscnarge and were readmitted dunng me 
course of me tnaL The initial penoa of admission aver¬ 
aged tmrtv-seven cavs for me panents m me control 
senes mirtv-eight days in me prednisolone senes ano 
thirty-one davs m me testosterone senes The mimT-iiim 
follow-up was fourteen weeks ano the masimuun up to 
me condusion of me tnal, was agnty-sis weeks After 
discnarge, some of me panents oid not attend for their 
follow-up appomtments ■^whenever an attendance was 
missed the panent was visited b" me almoner nest day, 
and most surviving panents became regular attenoers 
Bv purposelv givmg panents one or two too manv or too 
few vitamm tablets it was possiole to check if the" took 
methanes regularl”, and it is mougnt mat most of mem 

did 

Mcrtd ^ 

The mortahnes m the mree groups of panents ano me 
immediate causes of death are summarised m tab^e n 

15 panents cied m hc-pual in nepanc coma and a furtner 
6 died at come apparentl" in cema. 1 of tne 3 in tne preomso- 
lone senes wno ciea in coma mo-co out of Smganore after 
fifteen wee.^’ treatmen* ano had a *otal of onl" s-s weecs’ 
furtner treatmen* cunng tne nest tnir-v-mree weens heft3*e 
deatn. Of tne 6 tes*o'*erone-trea*ea panents d-mg m coma, 

1 md four wce<s treatmen* anotner cad eagn* wee.vs ano a 
third WES tres'ed for nme wee.=s, tnese 3 a-o ced funner trea*- 
ment for var-o-s reasons, anc d-ed fo_r*een, twen*v and 
nme*een wee.-is later 
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The 3 patients dying from hxmatemesis were all knotvn to 
have cesophageal varices Of the 6 dying from otlicr causes 
1 in the control senes with biliary cirrhosis died soon after 
adrmssion and was found to have multiple cholangitic absces¬ 
ses, another in the prednisolone series died from pulmonary 
embolism associated with thrombosis of leg veins, a patient m 
the testosterone series died from pulmonary adema, and 
another died in hyperpyre\ia associated with an aseptic 
lymphocyuc memngitis The cause of death of 2 patients in 
the predmsolone series was unknown, I of them, after four 
and a half weeks’ treatment, refused further therapy, and died 
thirty weeks later 

Liver-function Tests 

In all three senes, with few exceptions, the results of 
the liver-function tests varied with the clinical state In 
the control series, the mitial bromsulphalein excretion 
seemed to be more closely related to the prognosis than did 
any other of the investigations done The relationships 
between mortality in the three series and the inidal values 
for serum-albumm, serum-gammaglobuhn, and brom¬ 
sulphalein excretion are partially analysed m table ill 
This table also shows the changes seen during the trial 
between the first and last estimations of serum-albumm, 
serum-gammaglobuhn, and bromsulphalein excretion m 
those patients with sigmficantly abnormal values Some 
of the patients m the prednisolone and testosterone senes 
showed steady improvement m their liver-fimcuon tests 
while receivmg regular treatment in the trial, but later 
died after faihng to attend the chmc for varying periods 

Detailed analysis of the hvcr-fimction tests during treat¬ 
ment in the control, predmsolone, and testosterone series 
showed that the serum-proteins improved quicker in the 
predmsolone patients than in those receivmg testosterone, 
but that the improvement in bromsulphalein excretion 
was greater m the testosterone series 

Additional Observations 

A patient ir the predmsolone senes had a large gastric 
ulcer which did not respond to medical treatment, predniso¬ 
lone was stopped, and a partial gastrectomy done The patient 


TABLE III—CHANGES IN THREE TESTS OF LIVER FUNCTION, AND 
RELATION BETWEEN MORTALITY AND INITIAL TEST RESULTS IN THE 
THREE SERIES 
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14 
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16 
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was Still alive and well at the end of the trial, but the pred¬ 
nisolone treatment must be regarded as a failure 
4 of the 5 control patients with postnecrotic cirrhosis died, 
but there were no deaths among the 7 posmecrotic cirrhotics 
m the predmsolone and testosterone series 

An analysis of follow-up notes shows that patients in 
the predmsolone series received more diuretic therapy 
than those m the control and testosterone senes This 
agrees with the chmcal impression that the patients m the 
prednisolone series tended to have more oedema and 
ascites durmg the trial than the control and testosterone 
cases In contrast, the records of hver size show that 
there appeared to be considerably greater increase in liver 
size in the patients in the testosterone series durmg the 
trial than m the control and predmsolone cases 

In fact, 2 of the patients receiving testosterone were sus¬ 
pected of having carcinoma of the hver, with enlarging firm, 
tender hepatic masses But both these patients progressed 
well and were still alive over two years later, which suggests 
that the liver masses were large bemgn h)iperplast]c nodules 
The morbidity of cirrhosis is difficult to assess, but 4 of the 
controls, 14 of the predmsolone patients, and 13 m the testo¬ 
sterone senes were certified fit for work 
Nearly all the patients were impotent when first seen, but 
9 of those receiving testosterone volunteered that their libido 
and potency had returned dunng treatment None of the con¬ 
trol or prednisolone pauents reported any return of libido 
Predmsolone, m the doses used, appeared to have little effect 
on the haimatological manifestations of hypersplemsm 
With the exception of the pauent who had a gastric ulcer 
during predmsolone therapy, none of the patients in the pred¬ 
msolone and testosterone senes showed unwelcome side-effeas 

Discussion 

In Singapore, my experience with Patek’s regime for 
cirrhosis (Patek 1937, Patek and Post 1941) has been gen¬ 
erally disappointing, and, indeed, Patek’s own results 
were not impressive (Patek et al 1948) His 386 “ con¬ 
trol ” cases, drawn from the records of five hospitals for 
1920-40, received no special attention and had a 39% one- 
year survival, while his 124 test cases were transferred to 
a speaal imit, durmg a ten-year period up to 1948, where 
they received enthusiastic attenuon, had a 65% one-year 
survival Alcohohsm was reported m 77% of the test 
cases and m 54% of the controls, and 73% of the test 
cases had antecedent malnutrition as agamst only 17% 
recorded m controls Alcoholic arrhosis has a relauvely 
good prognosis if the patients can be persuaded to give up 
alcohol, and, if a dietary and vitamin treatment has any 
value m the management of cirrhosis, it is hkely to be 
most evident in imdernourished patients The enthus¬ 
iastic management of Patek’s test cases may have been 
important in reducing mortahty, particularly among the 
alcoholics The only 4 patients in the control series of 
the Smgapore trial who showed evidence of substantial 
and sustamed improvement all had severe antecedent 
malnourishment, and 2 of them were also alcoholics 
Androgen therapy has been used in the treatment of 
arrhosis 

In 1938, Hall and Korenchevsky reported that the admims- 
tration of a number of androgens—including testosterone pro 
pionate—resulted in enlargement of the hver of castrated rats, 
and they suggested that this might have a practical therapeuuc 
sigmficance in human liver disease Testosterone propionate 
was also shown to increase the liver size in growing dogs 
(Blackman ct al 1944) Rosenak et al (1947) reviewed the 
changes in cirrhosis which seem to be caused by excess ccstro- 
gens, and reported the results of treating 12 alcohohe patients, 
who had cirrhosis, with large doses of testosterone propionate 


DrCEJIBER 31j 1960 


ORIGINAL ARTICLES 


THE LANCET 


1419 


Tney concluded that there was some evidence of improvement 
End that testosterone propionate was a valuable adjunct Km- 
'ell (19^8) reported 2 panents with chrome hepanns following 
acute viral hepanns, who improved on 50 mg daily of testo- 
'tetone, though other regimes had failed, and Rosenak et al 
11950) mennoned another 6 cases of cirrhosis, all of whom 
miDroved on testosterone therapy Girolami has reported good 
results in 30 out of 50 cases of severe cirrhosis (1958), and, 
except for the possibihty of produemg prostanc hvpertrophv, 
the treatment appears to have no senous contramdicauons m 
men. 


The Singapore tnal confirms that the administration of 
large doses of testosterone propionate m severe cirrhosis 
of the liver reduces mortahty and morbidity, and brings 
about the return of serum-protems and other tests of 
liver funenon to normal 6 women mth severe portal 
orrhosis were also treated m Smgapore with large doses 
of testosterone propionate The results were generally 
good, althoi^h all developed mild hirsuosm, and 4 had 
transient acneform eruptions Other male cirrhotics m 
Singapore have been treated with large doses of testo¬ 
sterone cenanthate, which appears to be preferable to 
testosterone propionate for mamtenance therapy because 
of Its longer action Experimental evidence m animals, 
^d records of hver size durmg the controlled tnal, sug¬ 
gest that the benefiaal acnon of testosterone propionate 
w orrhosis may be related to mcreased hver-cell regen¬ 
eration 


During the past decade, comooid therapy for cirrhosis 
U2S been investigated m many centres, first with adrenal 
wnex (Webster 1950), corosone (Hanger and CoUms 
1930), and then with prednisone and prednisolone 
Prednisone therapy for cirrhosis is now widely used m 
once, though it has not been accepted elsewhere as standard 
^cnce It has been reported to exert an immediate strong 
urenc effect m orrhosis (Vachon et al 1956), with a related 
“CTease m the urmary output of aldosterone (Vesm et al 1956) 

^ tner French workers have also stressed the value of predni- 
® ^^tiag the (Edematous syndrome of orrhosis (Cattan 
vesm 1955, 1956, 1957, Fraisse et al 1957a and b), and 
is remarkable that tins effect was not observed m the Smga- 
we senes On the contrary, using similar dosages of predm- 
^one to those of predmsone used bv the Frencdi workers, 

*e appeared to be ev en more asotes and cedema than m the 
wntrol cases 

g most consistent effect of predmsolone m the 
ingapore senes was an improv ement m the senim-pro- 
uis. With the albumm nsmg and gamma-globulin fall- 
pan^°”^^ normal levels Although onlv 1 of the 27 
P ents m the prednisolone senes developed a pepnc 
^ ^~~one of the recogmsed comphcations of predmsolone 
1957)—other comphcmtions of the treat- 
t in currhosis have been met, mcludmg glucosuna 
^ ^957), fatal pentomos, fatal hypokalmmia, 
of pulmonary tuberculosis (Fraisse et al 1957a 
(WpII * spmal collapse due to sev ere osteoporosis 
’ unpubhshed) With careful management, how- 
^r, most of the comphcations of predmsolone therapy 
5 ^ P^^'^uted or minimised, and the results of the 

jjjj indicate that the a dmini stration of pred- 

biditv**^ oorncotrophm reduces mortalirv and mor- 
Qrrhosi^^ unpro\es Iiver-function tests m severe hepatic 


^ Summarj 

Is therapeutic tnal m severe hepanc orrhosis 

aonal f^unng the tnal, 27 control cases had a 55% 
^®pared with a 26% mortahrv m 27 cases 
___ predmsolone and cmnicotroohm, and a 318o 


propionate The morbidity of the sumving patients also 
appeared to he reduced, and the hv er-function tests to be 
improved, by both comcoid and testosterone therapy 

The clinical effects of the two treatments show ed some 
differences, suggestmg that combmed treatment wath 
predmsolone and testosterone might be more effeemv e m 
cirrhosis than either treatment given alone 

I am grateful to Prof G A Ran^ome for permission to cam* out 
this tnal, and to the medical and non-medic^ staff of Medical Unit 
I at the General Hospital, Singapore, for their cooperation 
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REDUCTION OF ANTERIOR DISLOCATION 
OF SHOULDER TVITHOUT ANAESTHESIA 
David K Evans 

MB Lond.FRCS 

SESnOR ORTHOPTIC REGISTRAR, ROTAE 1NEIR.VLART, SHEFFIELD 

Kocher pubhshed his method of reduemg recent 
traumatic antenor dislocation of the shoulder in 1870 
Smee It was based on false premises, it was, as might be 
expected, not cximpletelv satisfactorv ICocher would not 
recosnise that the musedes plav ed anv part m hindermg re- 
dueffon, and his manoeuvre aimed at relaxmg and openmg 
the capsular defect and levenng the humeral head back 

through It mto 
the glenoid cavnty 
Nash (1934), re¬ 
porting 46 “ new ” 

N ( '' ^ methods pub¬ 

hshed during the 
next fiftv y ears, 
deduced that 
Kocher’s method 
had not been con¬ 
sistently success¬ 
ful m reducing 
shoulder disloca¬ 
tions without 
anssthesia A 
further argument 
agamst it was that 
the humeral neck 
or shaft was 'ome- 
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Fiff 2 —^TractJon with 
shoulder abducted 


c]bow fjcxcd oad 


A modification of Kocher’s methodj using general 
anesthesia, recumbency, and tracuon—taught in most 
accident departments m this country—^proves successful 
in nearly every case Smee reduction is easily performed 
by simple traction when the pauent is fully anestheused 
and relaxed, this modified Kocher’s method is unneces¬ 
sarily complex Muscular and not capsular relaxauon is 
--—= 2 : 5 :^-the key to re¬ 

duction, and if 
the stretched 
(and therefore 
painful) mus¬ 
cles are relaxed 
by puttmg the 
patient in a 
suitable posi¬ 
tion, reduction 
by traction 
wtthout antes- 
thesia can be 
)ust as easy 
No origi¬ 
nality IS 
claimed for the 
method used at 
the Sheffield Royal Infirmary It is substanually that 
described by Lacey and Crawford (1952) as a modificauon 
of Milch’s method (1938, 1949) It is simple, painless, 
and effective 

Hanging-arm Technique 

The patient lieS face downwards on a couch, with a pillow 
beneath the head and chest The arm on the affected side is 
allowed to hang freely over the side of the couch, the dislocated 
shoulder projecting well over the edge so that there is no 
pressure on the humeral head (fig 1) This posiuon eases pam, 
and reduction occasionally occurs spontaneously when it is 
assumed The procedure is explained simply to the pauent, he 
IS reassured that it is not painful, and the necessity for complete 
relaxauon on his part is impressed on him 

The surgeon then sits on a low box, and grasps the humeral 
epicondyles His other hand is placed on the inside of the 

upper arm The __ 

pauent’s fore- ^ 

arm is flexed 
and lies across 
the bend of the 
surgeon’s elbow 
(fig 2) Slow 
steady traction 
is then kept up, 
the arm being 
gently abducted, 
flexed forward, 
and slightly in¬ 
ternally rotated 
Reducuon often 
occurs imper¬ 
ceptibly In 
other cases, the 
hand in the 
axilla IS used to 
lift the humeral 
head gently back into the glenoid cavity (fig 3) 

Surprisingly, the easiest reducuons have been in well-bmit 
muscular young men, and, when difficulues have been met, 
they were usually in the frail elderly patient who found the 
prone position difficult to tolerate In these patients, an mjec- 
uon of 50 mg of pethidine twenty minutes beforehand has 
eased reduction 

This techmque has been tried on 50 anterior disloca¬ 



Flg 3—Humeral head Is lifted Into glenoid 
cavity, traction being maintained 


tions of the shoulder, and reduction has been easily and 
painlessly achieved m 43 Most of these reducuons have 
been made by newly qualified house-officers, who 
invariably become more profiaent with practice These 
figures could easily be bettered by those well versed in the 
method 

I consider that Kocher’s method should be abandoned 
in favour of this easy procedure which avoids general 
aniEsthesia 
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BROMELAIN AND THE CERVIX UTERI 

Sheila L B Duncan 
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Bromelain has been used in the treatment of dysmenor- 
rheea by Hunter (1957) and Simmons (1958) Both 
reported rehef m most of the cases that they treated 

Bromelain is a mixture of enzymes prepared from the 
stems of pineapple plants Hunter (1957) thought that 
the preparation had a proteolytic property, and Simmons 
(1958) refers to a spasmolytic effect Hunter (1955) said 
also that it was mucolytic, and used it to clear cervical 
mucus m infertihty 

To test the preparation for toxicity, Simmons (1958) 
mjected it subcutaneously m mice, and produced an area 
of necrosis Intrapentoneal injection caused gelatinous 
pentomtis When he apphed it locally to the vagma and 
to the portio vagmahs of the cervix, it appeared to cause 
softening only 

Further study of its effect on the human cervix seemed 
desirable before its repeated use became widespread in 
young women with dysmenorrheea or infertihty, as the 
possibihty of damage to the cervix, the external os, and 
the cervical mucosa of the internal os might contraindicate 
Its extended clinical use 

The effects of sinular enzymes, notably papain, have 
been studied in. other fields 

The proteolytic effect of papam has been, used to “ tendense ” 
meat When the enzyme is used m a gastric lavage during the 
mvestigauon of gastnc tumours by exfohative cytology, there is 
a greater yield of tumour cells without alterauon of structure 
(Boyd 1956) Electronnucrographs of collagen, after treatment 
with papain, show loss of structure of varymg degree in the 
collagen fibres—appearances similar to those found after me 
acuon of heat or alkali (Lelli and Arangio-Ruiz 1956) Crude 
papam admimstered intravenously to young rabbits brings 
about ear collapse within twenty-four hours from a specihe 
effect on cartilage (Craigmyle 1959) Kurzrock (1948) state 
that papam liquefied cervical mucus 

The proteolytic enzyme, trypsin, is used to spread cells 
grown in tissue culture, without damage to them or alterauon 
to their rate of growth or division Chymotrypsm has been 
found to depress greatly or to abolish the spontaneous conttae- 
tions of rabbit intestine m vitro The spasmodic 
the intestme preparation to acetylchohne was lost (Lu 195 ) 
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When bromelain was used by Hunter et al (1957) to 
clear cervical mucus durmg hysterosalpmgography, 
cervical dilatation took place Some cases showed a 
definite effect, and were held to have “ physiologically 
incompetent mtemal os ” The evidence of mucolysis 
was not altogether convmcmg as it was based on the 
enzyme’s effect m hydrolysmg hyaluromc aad, an 
important constituent of mucus Hyaluronidase itself, 
however, does not hquefy cervical mucus (Kurzrock 1948) 
Later work by Hunter and his co-workers showed that 
cervical dilatation with bromelam was associated with 
contraction of the uterme cornua A similar effect was 
produced by the enzymes of semen (Hunter 1960) In 
view of these various findmgs, this mvestigation was 
planned to assess the proteolytic, mucolytic, and spasmo¬ 
lytic effect of bromelam upon the human cervix uten 
The material used was takamme bromelain prepared from 
Hawauan bromelam It was prepared by dissolvmg 75 mg of 
the extract m 50 ml of a phosphate buffer at pH 5 5 The 
solution was then Seitz-filtered and freeze-dned after the 
manner descnbed by Simmons (1958) 


Proteolytic Effect 

Method —Six women were chosen m whom the cervix 
appeared to be climcally normal but who required 
hysterectomy for functional uterme bleeding 
The prepared bromelam was dissolved m 50 ml of 
sterile water and mstiUed mto the vagma at periods of 
time varymg from 20 mmutes to 12 hours before removal 
of the uterus 


In five cases the uterus was removed by abdommal hysterec¬ 
tomy and fixed m formalm The specimen was given to one of 
Os (J L), but no information was provided about the exposure 
of the cervix to bromelam In the sixth case the uterus was 
removed by vagmal hysterectomy, the operation bemg earned 
out in two stages Half the cervix was removed untreated and 
Used as a control Bromelam was apphed to the vagma and to 
the remamder of the cervix After 20 mmutes’ exposure, the 
operation was completed by removal of the uterus and the 
temainmg half of the cervix 


A further specimen was treated m vitro only A normal 
cervix, removed at hysterectomy, was divided mto four 
purts One part was fixed as a control, and the others 
were exposed to bromelam for 12, 24, and 48 hours 
respectively before fixation 


All specimens of cervix were fixed m formol-corrosive, and 
sections 10 p, thick were stamed by four methods—hmtna- 
oxjiin and eosm, toluidme-blue, Verhoeff’s stam, and van 
icson to demonstrate (1) any change m the epithelium of the 
a^a or cervical canal, (2) any alteration m the contents of the 
mu ^ I ®cysts, or (3) any abnormality m the smooth 
fibres, or elastic fibres Comparison was made 
cervices removed untreated 

^ sndts In vivo, no histological changes of any kmd 
ofth ^ the sections exammed, regardless 

e period of treatment by bromelam 
no specimens treated m vitro for 12 and 24 hours, 
j ^^t>logical change was observed The 48-hour 
disCT^^^ cell-membrane outlme and 

formation, only the nuclei bemg visuahsed 
">thm normal hmits 


,, Mucolytic Effect 

obtain h'u ^ number of specimens of mucus were 
intrac ^ from the cervical canal and from distended 
'vatch*^]"*^' glands A small amount was placed m a 
brom^ covered with bromelam in solution The 

contro!^^ contact for varying times, and a 

specimen covered with salme was used Direct 


observations, by frequent tiltmg of the watchglass, were 
made 

Result —^There was no immediate effect “ Free ” 
cervical mucus was apparently imaffected by exposure to 
bromelam for 24 hours, but was hquefied after 48 hours 

The more tenacious mucus from nabothian folhcles 
required exposure for 3 to 4 days before it was hquefied 
Physiological Effect 

Method —Three further specimens of the uterus and 
cervix were obtamed immediately after hysterectomy 
The uterme muscle and tissue of the cervix appeared to 
be anatomically normal, and it was assumed, since the 
patients were premenopausal, that they were stiU respond- 
mg to the presence of sex hormones 

The specimens were placed immediately m ice-cold 
Krebs’ physiological sahne Small strips, 1 cm long and 
1 cm thick, were cut from the body and the cervix, 
circularly and longitudmally, and these were suspended 
m a bath of sahne at 37°C, aerated with 95% oxygen and 
5% carbon dioxide One end of the strip was attached to 
the stylus of a kymograph 

Results —In agreement with all observations on the 
movement of human uterme muscle, the contractions 
were variable Contractions from the body were of larger 
amphtude than those from the cervix The usual pattern 
was a composite one of several waves, each of different 
amphtude, superimposed on one another The response 
to oxytocm (‘ Pitocin ’) was usually an mcrease in tone 
with mamtenance of the wave pattern at a higher level 
A strikmg feature of all the tissues assayed was their 
endurance, and their abihty to mamtam an imaltered 
pattern over a period of up to 12 hours Recogmsmg the 
wide vanations m the normal, it was obvious that observa¬ 
tions on the addition of any drug must be mterpreted 
woth caution 

When bromelam was added, no immediate effect was 
observed either on spontaneously contracting tissue or on 
oxytocm-induced contractions In sue of seven tissues 
exammed, a slow mhibiuon of contractions was observed, 
starting after 20 mmutes and causmg the contractions to 
fade m a few hours In view of the normal persistence of 
contractions this appeared to be significant Washmg out 
the bromelam by two changes of solution did not reverse 
this slow inhibition 

In one speamen of very vigorous uterme-body muscle, 
no inhibition was observed This particular specimen 
had not shown any response Jo oxytocm, but this was not 
umque as several other specimens had shown httle or no 
response This probably refleas the knovra vanauon in 
response of the mtaa uterus to oxytocm, depending on 
the stage of pregnancy, and, to a lesser extent, on the 
phase of the menstrual cycle 

A further experiment was carried out usmg a rat 
uterme horn The preparation contraaed rhythmically, 
responded by a spasmodic contraction to the addition of 
ox 3 tioan, and was inhibited by the addition of bromelam 

These observations parallel the experiments on a 
sumlar preparation of mtestinal smooth muscle, in which 
the spontaneous contractions are slowly mhibited by the 
addition of the proteolytic enzyme chymotiypsin, and in 
which the spasm mduced b> acetylcholine is also 
inhibited (Lu 1952) 

It appears therefore, that, in vitro, preparations of 
human uterine and cervical muscle, contracting spon¬ 
taneously or m response to oxytoan, are slow Iv mhibitcd 
m most cases by the addition of bromelain 
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Discussion 

Proteolytic Effect 

If the proteolytic effect of the enzymes of bromelam 
were held to be damaging or harmful, a penetrauon of 
the mtact epithehum of the vaginal vault or cervical 
canal would be expected to result in some damage to the 
tissue, either by desquamation of epithehum or by an 
mcrease in mast-cells m the deeper tissues Within the 
limits of the staining methods used, no damage was seen 

Changes in intact tissues have been found by other workers 
both in animals and m tumour cells from the human stomach 
In the former case, the dose may have been gready m excess of 
that used climcally for dysmenorrhcea, and, m the latter, 
tumour cells are knoum to be less cohesive than normal 
epithelium and would therefore separate more readily 

Where bromelain is used, as advocated by Simmons 
(1958), the proteolytic effect has not been demonstrated 
It should be remembered, however, that histological 
damage was evident when the preparation had been m 
contact with the cervix for 48 hours m vitro Conse¬ 
quently, care should be exerased m the apphcation of the 
substance locally so that it is not retained m the vagma 
for an unhnuted period of time 
Mucolytic Effect 

Prolonged close contact was reqmred to hquefy cervical 
mucus It may be that the clearmg effect of cervical 
mucus found by Hunter (1955) was due more to the 
mechamcal effect of mjectmg a solution intracervically 
than to a speafic enzymatic effea 

The immediate rehef of dysmenorrhoeic pam, described 
by Simmons (1958), cannot be attributed to a mucolytic 
effect 

Spasmolytic Effect 

The observations on the effect of bromelam on 
rhythmically contracting cervical muscle suggest that 
the enzyme inhibits spontaneous contractions The 
inhibition is of relauvely slow onset, and is greater when 
the muscle is m spasmodic contraction due to oxytocm 
This latter effect may be caused by mteraction with 
ox 5 docm which is itself a polypeptide 

The basic cause of the pam of dysmenorrhosa is 
unknown, but “ spasm ” has often been suggested It 
may be that an abnormal state of cervical spasm is 
inhibited by bromelam 

Conclusions 

Apphed topically, bromelam produces no histological 
change in the normal intact human cervix Its mucolytic 
action IS slow 

Oxytocm-mduced spasm of cervical muscle is reduced 
by bromelam 

The mechamsm of its alleged action in dysmenorrhoea 
IS imcertain, but our observauons suggest that its action 
may be antispasmodic 

Withm the hmits of this mvestigation, no harmful 
effect was found In the hght of our present knowledge it 
would be difficult to support the claim that dysmenor- 
rhcea is reheved m later cycles after a single apphcauon 
Summary 

The action of bromelam on the human cervix has been 
invesugated Claims made for its immediate proteolyac 
and mucolytic effect have not been substantiated A 
spasmolytic effect is suggested Its use does not appear 
to be harmful, and wider trial m dysmenorrhoea is 
suggested 

We should hke to thank Prof G M Wybum and Dr Paul Bacsich 
of the department of anatomy of the Umversity of Glasgow, and Prof 


R C Garry of the department of physiology, for the helpful advice 
and technical assistance which they afforded us We should also like 
to record our thanks to British Schenng who supphed the bromelam, 
and to Dr A M Goodspeed for informauon about it 
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PSEUDOACANTHOSIS NIGRICANS 
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The climcal and histological changes m the skm are 
siimlar m pseudoacanthosis mgneans and acanthosis 
nigricans The ttvo condmons must be distmgmshed, for 
acanthosis mgneans, occurrmg for the first time m adult 
hfe, is assoaated with underlymg mahgnancy changes m 
all cases (Curth 1952), whereas pseudoacanthosis has no 
dire significance 

Six cases of pseudoacanthosis mgneans are reported 
here to draw attention to the changes that take place m the 
skm, often m healthy adults These changes can be 
distmgmshed from the much rarer and more senous 
condition of “ mahgnant ” acanthosis mgneans 

Juvemle acanthosis mgneans is not considered because 
of the ease with which it is distmguished from the other 
two conditions I 

Incidence 


Six patients with pseudoacanthosis mgneans attended 
the Rupert Hallam Department of Dermatology durmg the 



Fig 1— Pseudoacanthosis nigricans in axilla 
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OF PSrUDOACAKTHOSIS SICRICAKS 
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tsT aghteen months The total number of new patients 
Ettendmg m this period was 7863 One patient wrtn 
ttialignant” acanthosis mgncans was seen during this 
tine. 

Qmical and Histological Findings 
The SIS pauents with pseudoacanthosis mgncans were 
all obese, and the devdopment of skm changes coinaded 
tuth their weight gam They were m good general health, 
had sought advice for removal of the shin tags The 
thn changes were mainly confined to the aviltg (fig 1), 
tsatal deft (fig 2), and groins, in these areas me skm had 
a thickened vdvety appearance with darh-brown pigmen- 
latioa and numerous papillomatous skin tags No under- 
king mahgnant disease wns found in anv of the patients 
The accompanymg table summarises the mam features 
of these cases 

Case 6 was particularly interesting This paneat’s sian 
had been present for over ten years Eight years ago 
'^^wmoma of the penis was successfuUv treated by radio- 
tceapy Careful follow-up esanunations have revealed no 
'“2l recurrence or mctastanc deposits The skin changes did 
^ alier either with the development or with tne treatment of 
tai carcinoma. 



— 'R>roeoacantiio»is maricAns is natal cleft- 


In the group as a whole the histological skm changes 
were much milder than those of acanthosis mgncans, and 
consisted of a filiform papdlomatosis, shght epidermal 
acanthosis, and basal-cell hvperpigmentation 

Discussion 

Becker (1929) suggested mat mild changes of acanthosis 
mgncans would be found more often m obese patients 
Curth (1951) gave the name pseudoacanthosis to a con¬ 
dition simulatmg acanthosis mgncans, which occurred m 
the body creases of obese brunettes She observed that the 
changes m pseudoacanthosis mgncans appeared with gam 
of weight and disappeared with loss of weighL Chmcally 
and histologically, aU changes were much milder than m 
acanthosis mgncans Casals (1950) had already described 
the condinon (Curth 1953) 

Pauents with carcmoma do not usually gam weight 
owmg to mcreasmg deposiuon of body fat, whereas all sis 
pauents with pseudoacanthosis mgncans had mcreasmg 
obesity 

The skm changes m pseudoacanthosis are much milder, 
and more limited to boav creases, than m acanthosis 
mgncans The changes m acanthosis are more flond, and 
often aSect the flexor surfaces of the elbows and knees, 
the backs of the hands, face, breasts, abdomen, forearms, 
ana bps as well as the body creases Confined skm lesions 
suggest the harmless disorder 

Although case 6 had carcmoma, his skm changes were 
never extensive. The tumour was not the highlv mahg- 
nant adenocaranoma with which all cases of" mahgnant ” 
acanthosis mgncans have been associated (Curth 1953) 
The skm lesions did not regress with successful treatment 
of the tumour, but the pauent has remamed m good health 
for eight rears From this I assume that his skm changes 
and neoplasm are not assoaated 

Curth (1953) suggested that the endocrme factors 
causmg obesitv may plav a part m producmg the skm 
changes m pseudoacanthosis mgncans, and that these 
factors mav also be important m the pathogenesis of true 
acanthosis mgncans The skm changes m pseudoacan¬ 
thosis mgncans, however, are more likely to result from 
the mcreased fricuon and hvperhidrosis of penaulous bodv 
folds m fat people In dark-complexioned people the 
skm readilv becomes pigmented with contmued facuon, 
as IS seen m evervdav pracuce when rubbmg shoulder- 
straps, collar-studs, and belts have, m brunettes, produced 
brown patches of skm. This would explam the lumtauon 
of skm changes m pseudoacanthosis mgncans—a condinon 
probably unrelated to mahgnant acanthosis mgncans 

Summary 

Six patients with pseudoacanthosis mgncans hat e been 
seen m eighteen months 

Pseudoacanthosis mgncans should be distmgmshed 
from the “ mahgnant ” tvpe of acanthosis mgncans 
Increasmg obesitv, comadmg with the development of 
mild skm changes confined mainly to the bodv creases, 
suggests the bemgn condition of pseudoacanthosis 
mgncans 

I wish to thmi; D' I B Sceddca fo-pmaiss on to p..bLsh these 
cases, asd fo- h.s helphil cavice 
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There seems to be general agreement that the oral 
sulphonylureas have no effect m juvemle diabetes 
(Bertram et al 1957, Lancet, 1959, Forsham et al 1959, 
Goldner et al 1959, Oberdisse 1959, Wilhams 1960) 
The hypothesis has been put forward, however, that some 
remaimng p-cells m early juvemle cases may be stimulated 
by the sulpha drugs to produce more endogenous insulm 
Early combmed insuhn-tolbutamide therapy mtensifies 
the postmitial stabihsanon phase (Larsson, 1958, 1959a 
and b) Similar results have been reported by others 
(Bloch 1959, Engleson 1959, Otto and Mat 1959) 

The use of oral sulphonylureas m the prediabeuc state to 
prevent decompensation of the islet tissue was suggested 



■ Diabetes mellitus 
□I Glijcasuna 

□ Unaffected 

□ Unknown 
/ Proband 


Fig 1—Family tree 


by Jackson (1959) and mvesugated by Fajans and Conn 
(1960), who found that tolbutamide improved the carbo¬ 
hydrate tolerance m thirteen out of fourteen young 
non-obese symptomless diabeacs 

The use of tolbutamide m prediabetic pregnancies— 
by analogy with the msulm treatment mtroduced by 
Wilkerson (1959)—would be the next logical step As far 
as we know, however, no such trials have been made, 
though Mestwerdt (1959) says that sulphonylureas are 
valueless m the treatment of diabeuc pregnancies Burt 
(1958), who studied the effect of tolbutamide m normal 
pregnancy, mentions that he found resistance to the 
hypoglycEemic effect of tolbutamide resemblmg that found 
with msulm 

A teratogemc action of carbutamide has been described 
by de Meyer and Isaac-Mathy (1958) and by Tuchmann- 
Duplessis and Marcier-Parot (1959) m the offsprmg of 
pregnant rats Most of the congemtal defects were 
confined to the ophthalmic region 

We describe a young woman with symptomless diabetes 
whose carbohydrate tolerance was greatly improved by 
tolbutamide While imder contmuous treatment with 
tolbutamide, she became pregnant and gave birth to a 
child with mulaple congemtal malformauons 


Case-report 

A 14-year-old girl was sent to us m December, 1957 by her 
school doctor, who had found sugar m her urme She had no 
diabeac symptoms, but there was a family history of diabetes 
A half-brother—^her father had married twice—^had been a 



Fif 2—Glucose-tolcrnnce tests, before and two weeks after tol- 
butamlde treatment 

severe juvemle diabetic for many years Another half-brother 
and her father had had asymptomauc glycosuria several times 
The family tree is shown m fig 1 
The pauent was well nourished, though not obese body- 
weight 53 8 kg (118 lb ), height 158 cm (5 ft 2 m) She had 
moderate glycosuria, with a daily excreuon of 2-5 g of glucose 
No acetonuna Her fasung blood-sugar levels were normal, but 
a double oral glucose-tolerance test (g t T) yielded a “ dia¬ 
beuc ” response with a maximal blood-sugar value of 330 mg 
per 100 ml The same day her twenty-four-hour unnaiy 
output of glucose mereased to 15 7g Asymptomauc diabetes 
was diagnosed Before msulm therapy was started, a trial was 
made of tolbutamide After two weeks’ daily admmistrauon of 
2 g of tolbutamide, another double oral GTT was made 
The pauent’s carbohydrate tolerance was now completely 
normd (fig 2) Because of this sausfactoiy response to ord 
treatment, we decided that there was no micauon for msulm 
therapy Contmuous tolbutamide ueatment was prescribed 
Moderate dietary restricuons—which the pauent followed only 
sporadically—were prescribed, and she was regularly seen at 
our diabeuc clmic The dose of tolbutamide was lowered 
stepwise, and after three months, she was takmg 0 5 g daily 



Fig 3—^Variations In glycosuria and glucose tolerance during tol¬ 
butamide treatment and during pregnancy 
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The pauent continued to have normalfastmg blood-sugar levels, 
but snll excreted a few grammes of glucose every day (fig 3) 
In Apnl, 1959—e , after a year and four months of tol¬ 
butamide treatment—glycosuria mcreased, and the patient, 
now 16 years of age, was found to be pregnant Her general 
condinon was good, and she weighed 54 7 kg (120 lb The 
fastmg blood-sugar was normal, and repeated G T T s were also 
witiun normal limits Blood-cholesterol, total hpids, creatimne 
were all normal, as also were electrophoretic studies She 
belonged to blood-group O, Rh-positive A renal-funcnon 
study showed normal clearance values—p-ammohippunc acid 
1343, endogenous creatimne 190, and i milin 270 ml per 1 73 
sqm body surface Twenty-four-hour excreuon of 17-keto- 
steroids 4 3 mg, and of corticosteroids 5 6 mg 
Interruption of pregnancy was considered, but, as the 
diabenc state was under complete control and the paaent was 
anxious to have her baby, this was not undertaken Tolbut¬ 
amide was contmued. Six w eeks before full term, labour started 
spontaneously After seven hours, the patient gave birth to a 
premature female infant, weighing 1100 g (2 4 lb ), who died 
fifteen mmutes later The placenta contamed two small 
infarcts, but w’as otherwise normal 
The puetpenum tvas uneventful After dehvery, the tol- 
butaimde treatment tvas stopped Fasting blood-sugars and 
G T T have remamed normal The response to an mtrai enous- 
tolbutamide-test, by the method of Unger and Madison (1958) 
was also normal 


Necropsy on Infant 

The hands and feet were malformed, each hand had only four 
fingers, with syndactyly between the second and third fingers, 
and betw een the toes The external ear wras malformed, and the 
external auditory canaic were atretic The eyes and optic 
nerves were normal There was mtemal hydrocephalus The 
left part of the diaphragm was absent, and parts of the stomach, 
transverse colon, spleen, and pancreas were found m the thoracic 
tnvity There was dextrocardia, complete absence of the atrial 
septum, and a small ventricular septal defect The right 
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“PP^rance of pancreas (xl40) a m infant of 
rat case 6 In premature child who died from acute mcnin- 
after birth. 


uterme adnexa were absent The adrenals were large and 
hyperaemic wath a few cortical hEmorrhages 

The pancreas was macroscopically normal Microscopically, 
the acmi were also normal The islet tissue showed no signs of 
hyperplasia when compared wath the pancreas from an infant 
of the same gestaaonal age and size (fig 4) If anyahmg, the 
islets were smaller and sparser than normal A differennal 
count of 1500 islet-cells showed 44% p-cells and 56% a-cells 
These figures are roughly the same as those found m compar¬ 
able control material 

Discussion 

No satisfactory explanation can be found for the 
congemtal defects in this mfant The madence of con¬ 
genital malformations is greater than normal m diabetic 
and prediabetic pregnancies (Hagbard 1956, Hoet and 
Boerman 1951, Oberdisse 1959, Crampton 1960) AU 
types of congemtal defects have been described Another 
typical findmg is hyyierplasia of the pancreapc islets, which 
sometimes may be the only sign suggestmg maternal 
prediabetes (van Beek 1952) Jackson (1959) found the 
islet-pancreas relation to be 6 5% m still-births of diabetic 
mothers and 7 5% m those of prediabeuc mothers, while 
m control material, the value was 1 3% 

The absence of islet hyperplasia may' mdicate that the 
disturbance of carbohy drate metabohsm m the mother was 
not the cause of the defects m the mfant On the other 
hand, the adrenal hyperplasia observed at necropsy is 
consistent with the observations of Hoet and Boerman 
(1951) and Hoet (1954a and b), suggestmg that cortical 
hyperfunction may be a contributory cause of diabetic 
embryopathy 

The possibihty' that tolbutamide given to the mother 
may have caused the defeas of the mfant cannot be 
excluded Experimental observ’auons (de Mever and Isaac- 
Mathy 1958, Tuchmann-Duplessis and Maraer-Parot 
1959) support this hypothesis The mechamsm of this 
teratogemc effect is unknown Two factors—hypogly- 
caemia and hypothyroidism—^both of which may be 
produced by tolbutamide treatment, have e.xperimentally 
caused congemtal malformanons (Brown and Solomon 
1956, Lichtenstem et al 1951, McGav'ack et al 1957) 
Although there were no clmical signs of low blood-sugar or 
lowered basal metabohsm m our pregnant panent, these 
effects of the drug may have been active m the foems 

As the possibdity of a tolbutamide-mduced lesion 
cannot be excluded, we think it wise not to use the 
sulphonylureas durmg pregnancy In prediabetic preg¬ 
nancies, msuhn and a proper diet may be safer (Wilkerson 
1959) 

Summary 

In a young woman with symptomless diabetes melhtus, 
the carbohy drate tolerance w as kept normal with tolbut¬ 
amide She became pregnant durmg the time she was 
receiving tolbutamide, and gave birth to a child with 
multiple congemtal defonmaes These defects mav 
possiblv have been caused bv the sulphonvlurea therapy 

We thank Prof G T Hultquist, Uppsala, for the histological 
investigation of the pancreas, and Dr A Bcrgstrand, Sabbatsbcrg s 
Hospital, StociJiolm, for the test cf the pathological evaininations 
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COLLECTION, STORAGE, AND 
ADMINISTRATION OF 

AUTOLOGOUS HUMAN BONE-MARROW 

D E PiGG 
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The trcTtmcnt of disscmimtcd rmlignnnt disease with 
high-dosngc chcmothenpy or widc-ficld irndntion his 
been desenbed m scvcnl reports (Kurnick et il 1958, 
Bagslnwe and McDomld 1960, Jack et il 1960) Many 
workers have used autologous bone-marrow therapy to try 


“take”, or, when it has, secondary disease has often 
ensued As a planned procedure, this approach is there¬ 
fore uncertain and potentially dangerous, although it may 
be of value in an emergency (Mathc et al 1959, Bielby et 
al 1960) 

Because of the present interest in autologous bone- 
man ow therapy, a complete dcscripuon of the technique 
developed over the past three years may be of general 
interest The procedure is not regarded as final, but is 
simple, efficient, and safe for clinical use Techniques of 
bone-marrow storage arc mcluded since tliey enable 
protracted therapy to be earned out The method of 
preservation at — 79''C in glycerol fulfils the present 
requirements for successful storage (Barnes et al 1955, 
Porter and Murray 1958, Lochtc et al 1959) 

The following IS a list of the apparatus and materials 
required, together with manufacturers 


APPARATUS AND MATritlALS 


Contents of rtnj Ic sterile drum 


Other mnccriols 


Number 


Apparatus, Ac 


Manufacturer 


3 

3 

2 

2 

1 

3 

10 

1 

2 

2 

1 

2 


1 

1 

1 


Wmerfielcl needles for multiple marrow aspintton, sternal 1 in 
, Hit, t> » line 2 in 

3 way tups * »» » >i 

Needles lor direct nttachment of tubinp, 10 jn 
Needle , , „ „ 6 m 

Needles , „ ,, ,, „ 2 in 

Needles, I ucr, 1 in 17G 
All phss sirniRcs, 20 ml (Lucr Lok) 

„ syrmi e 30 ml „ 

I ransserse handle needles 

3 ft lengths siheone rubber tubinp (4 mm bore, 1 65 mm s\all) 
Sicvinr dcMCc 

560 ml M K C sdiconed dry bottle (graduated) 

TC 199 

Pure frcc^c dried beparm 
An liar f lytcrol 
I’J isljc divpos ibic pivlnj set 
1 02 Alkathcnc ampoules • 

Smdl soldcrmr iron 25\V Solon' 

TvNo stage cooling nppiruus 
79 C sior igc cabinet 


Messrs Cl; 


;as 1 liackray, London, W 1 


Messrs A L Ha\s kins, London, XV 1 

I SCO (Rubber) Ltd , London. N 16 
Metal Machinists I td , London, S W 1 
K II Turner, Ltd , London, N 2 
Ghvo Ltd 

Hn ms (Medical), Ltd 

II D H Ltd 

Capon Heaton & Co , Ltd 
Messrs bibrcnjlc, London V7 3 
Hcnlcj Ltd , London, 12 C 2 
Mnlburn, 1 td , I ondon, W C 1 
Mctcold, Loughborough, Lcics 


• Iliesc ampoules should be packed in poljctJiylcnc sIccMiip 150 piiugc 2 Jn wide (Huglics Brushes, Ltd, Slough, Bucks), which is sealed with 
the Audion Scalboy 700 instrument (F K C Robinsons Pnptr Co, London I 14) , «c 

I)r 13 B Fowcll (I he I cchnolopic il Irradiation Group, Grove Airfield, Wantage, Berks) has kindly undertaken to sterilise them b> y irradiation to 2 5 
Mrads For this, the ampoules should be packed m boxes, 13 y 9V»> 7*/# in » obtain »blc from To>lor Gilbert, Ltd , I ondon, L 3 


to overcome the severe humopoictic depression wluch 
follows use of these methods (Kurnick 1959, McFarland 
et al 1959, McGovern et al 1959, Newton et al 1959, 
Westbury et al 1959, Jones et al 1960) The alternative 
of homologous bone-marrow transplantation has generally 
produced unsatisfactory results (Thomas et al 1959, 
MathiS et al 1959, 1960) either the marrow has failed to 


pRorrssoR larsson, dr sterki upi erencfs— cammed 

rjjims S S , Conn, J W (lOfiO) Dinbcta, S, »3 
1 orslnm, I* H , et ul (1959) /Imi N Y Aaid Sri 82, 191 
Goldncr. M G , et nl (1959) i6ic/ 74, 407 
llnjbnru L (1956)/Icfa ohstet }^\nec scarul J5, suppl 1 
lloct, J V (1951a) Cold Springs Harbor Symposia, 19, 182 

— (1954b) Difjbera. % 1 

— Boerman, A J (1957) Jlornwncr 21, 13 
Jackson, W V U (1959) 6 Afr wed J 33, 51 
/miai (1959) 11 1129 

Lnrsson, Y (1958) Nord Alcd CO, 1506 

— (1959a) Actit Pfcdiat !>toclh 48 suppl 118, p 159 

— (1959b) Proceedings of the Intcrnniionnl Diabetic Federation 
Congress, Dusscldorf p 504 

Lichtenstein, II, Guest G , Warknny, J (1951) Proc Sec ev/> Utol , N Y 
78 398 

McGnvacJ T H y Scepers W , Ilflar, H O , Ln^ingcr, J , Erk V O (1957) 
Ann N Y Acad Sci 71, 268 
Mestwerdt G (1959) MUnch med Wschr 101 1880 
Meyer, U dc, Isaac Mathy M (1958)/Imi 1 ndocr Parts 10,167 
Obcrtlissc K , et al (1959) Proceedings of the Intcrnalionol Diabetic Federa¬ 
tion Con/ rcss, Dusscldorf 
Otto II,Mqi, K fl959)ift«/ p 512 

luchmnnn Duplcssis, H, Marcicr-Parot, L (1959) J Physiol Path gin 
51, 65 

Unger R H Madison I I (1958) Vyxahctcsy 7, 455 

van Beck, C (1952) Proceeding s of iJic International Diabetic 1 cdcration 
Congress Leiden 

Wilkcrson II I C (1959) Ann N Y Acad Set 82 219 
Williams R H (1960) tn Diabetes (edited by R 11 Williams), chap 35 
New York 


Methods 

In the normal human adult, bone-marrow may be obtained 
by needle-puncture (Wilson 1959, Mathd et al 1959) or by 
surgical excision from the bones of the thoracic cage, vertebral 
column, and pelvis In the cancer patient, however, marrow 
may be absent from some of these sites because of previous 
radiotherapy, and, m consequence, marrow may have extended 
into the long bones Surgical excision involves greater danger 
and discomlbrt to tlie patient, and requires the technical ability 
of a trained surgeon In our view, this approacli is of value only 
wlien It IS desired to obtain marrow from the ribs Simple 
aspiration of rib-marrow produces very low yields of cells, 
whereas an enure nb may be expected to provide 1-2 X 10 
nucleated cells Even tlus figure compares unfavourably with 
the yield by muluple aspiration from the pelvis and sternum, 
and IS justified only if dicse other sites arc hypoplastic 
Occasionally marrow from a nb removed at thoracotomy for 
carcinoma of the lung may be stored, if further treatment is 
envisaged Preliminary diagnostic marrow-punctures are 
always performed to exclude malignant infiltrauon of tlio 
proposed aspiration sites 
CoUccuon of Bone-mat roM by Aspiration 

We favour the Watcrficld marrow-biopsy needle (Waterficld 
1946) It IS comfortable to hold, easj to control, and can be 
more robustly constructed witli a longer and stouter needle for 
multiple bone-marrow punctures For use m very hard ihac 
bones, a more satisfactory instrument is that shown at C m 
fig 1 With tlus needle, greater pressure and torque may be 
obtained, while the transverse grip on the needle itself assists 
both m the withdrawal of the instrument and m the expulsion 
by the stilcttc of bone fragments In practice, we use a 1-m 
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Fig 1—^Needles for multiple bone-marrow puncture 
Left to nght a, Waterfield sternal needle, b, Waterfield iliac 
needle, c, transverse-handle needle 


Waterfield needle for the stemmn, and a 2-in Waterfield needle, 
o: the transverse-handle needle, for the ihum All needles have 
‘Luer-l-ok’ fittings 

In an attempt to obtam absolute stenhty of the marrow dur¬ 
ing aspiration, a closed-circuit system has been employed 
(fig 2) A 3-way tap is included between the needle and a 
sfiiconed 20 ml syrmge About 3 ft of sihcone-rubber tubmg 
IS attached to each side-arm of the tap From one side-arm, the 
sihcone-nibber tubmg leads to a dry sihconed stenle bottle (the 
WR.C 560 ml graduated bottle is particularly convement) 
The other side-arm of the tap is connected to a 100 ml vial of 
tesue-culture medium (tc 199), containmg pure fceeze-dned 
heparin at a concentration of 50 umts per ml 
With the tap m posmon 1 (fig 2), 4 ml of TC 199 is drawn 
“Ro the syrmge, followed by 16 ml of bone-marrow aspirate 
With the tap m posmon 2 Rotaoon of the tap to posmon 3 
^bles the mixed syrmge contents to be dehvered mto the 
sihconed bottle 

Aspirauon is done under general anaesthesia with mtubation 
oil stenle precautions are taken m the operatmg-theatre With 
e panent supme, multiple punctures are made m the manu- 

briosternum, the 
anterior superior 
ihac spmes, and an¬ 
terior ihac crests 
The postenor ihac 
spmes and crests 
are then punctured 
uith the patient 
prone In the pelvic 
region the sVan is 
sufficiently mobile 
to enable several 
bone-marrow punc¬ 
tures to be made 
through each skm 
pimcture 

The needle is ad¬ 
vanced, or a fresh 
pun cturemade,after 

each 5 ml of mar¬ 
row has been aspir¬ 
ated, this ensures 
minimal dilution 
with peripheral 
blood A total of 
2-a«ed-clrcultMplrutlon.>-,t«n 15-20 punctures IS 



usually made, yieldmg up to 450 ml of diluted marrow The 
most frmtful site is the postenor ihac spme, follow ed by the 
postenor ihac crest, sternum, antenor ihac spme, and antenor 
ihac crest, m that order 

Collection of Bone-marrow from Excised Ribs 

The nb is cut mto fragments, each of which is crushed and 
the pieces placed m a comcal flask containmg 50 ml of TC 199 
with hepann 10 umts per ml Gentle agitation of the flask for 
30 mmutes suspends the marrow cells, and most of the fat, m 
the culture flmd, which is then transferred to a second bottle 
(Schwartz and Tocantms 1958) 

Manipulation of Marrow in the Operating-theatre 

The marrow suspension is sieved m order to break up the fat 
and marrow fragments before centrifugal separation of the fat 
The sievmg device previously described by Pegg (1960) is used 
The aspirated 
marrow is 
transferred 
from the bottle 
to the sievmg 
device by grav¬ 
ity through the 
silicone-rubber 
tubmg previ¬ 
ously attached 
to the 3-way 
tap A similar 
technique is 
employed for 
the transfer of 
nb bone-mar- 
row The mar¬ 
row suspension 
is then sieved 
ten times with 
the large-mesh 
plunger (380 p 
pore), followed 
by a similar 
treatment with 
the fine-mesh 
plunger (80 p. 
pore), the inlet 
tube being 
clamped by 
Spencer Wells Fig 3 — ^Tuo-stage cooling apparatus 

forceps After 

this, the marrow is returned by gravity through the tubmg to 
the ongmal bottle The needles are removed from the bottle, 
and further processmg is carried out m the laboratory 

The aspirated marrow suspension can be delivered directlj 
mto the sievmg device and then, after sievmg, transferred to the 
bottle, the number of mampulations is thus reduced 

Manipulation of Marrow in the Laboratory 

Centnfugmg is earned out m an ‘ M S E Major ’ or Super 
Magnum ’ centrifuge at 1000 r p m for 15 mmutes The fat 
and most of the supernatant are now aspirated through a wide- 
bore needle attached to a filter pump and trap bottle, leavmg a 
concentrated cell suspension Cell-counts and smears are 
convemently made at this stage 
Storage at -^4°C and Subsequent Administration 
Marrow cells remam suable at — 4°C for 24 hours, and prob- 
ablj for 48 hours (Billen 1959, Manmck et al 1960) This is 
long enough for cenam purposes, mcludmg regional perfusion 
(Creech et al 1959) and the sjsteimc use of short-actmg 
cjuotoxic agents (McFarland et al 1959) For this the con¬ 
centrated cell suspension is diluted with TC 199 and kept at 
—d'C The stored marrow is infused mtravenouslj through a 
standard plasnc givmg-set, mcorporatmg a filter 

Storage at —79 C 

For periods of preservation exceedmg 48 hours, the glvccrol 
two-stage coolmg tcdmique is^emplojcd (Polge et a! 1049) 
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riff 4—^Two-stftffc cooling curve 



This IS necessary for more protracted 
systemic chemotherapy (Westbury et 
al 1959), fractionated wide-field or 
whole-body irradiation (Kurmck et 
al 1958, Kurmck 1959, Newton etal 
1959), and the storage of marrow re¬ 
moved during remission in Icuk- 
aimia (McGovern et al 1959) The 
apparatus used is an improved ver¬ 
sion (fig 3) of that described by Pegg 
and Trotman (1959) 

The principal modificauon is the 
replacement of the thermostat control 
circuit by a thermistor-operated 
mechimsm This, in addition to 
lowering the beaker at — 15°C, 
switches on the fan over the tempera¬ 
ture ranges ambient to -f 10°C and 
— 15°C to — 40“C This ensures 
adequate dispersal of froth without 
excessive evaporation from the cold 
sink An additional hght indicates 
when the coolmg process is completed Other modifications 
include the replacement of the wax moulding in the coolmg 
chamber by polytetrafluorocthylenc (‘ Fluon ’), which is more 
durable and has identical thermal properties 

The shape of the ampoule rack has been altered to accom¬ 
modate eight 1 oz ‘ Alkadiene ’ ampoules, and the efficiency of 
the two stirrers has been increased by using an arclumcdean 
screw The apparatus has thus been made completely automatic 
and will cool 200 ml of marrow-cell suspension The cooling 
curve IS shown in fig 4 Sometimes more than 200 ml of 
concentrated marrow may be obtained, necessitating two cool¬ 
ing “ runs ”, the second batch is then held at -|-4°C before 
gl> cerolisation and coolmg 

To the concentrated marrow-cell suspension, 15% by volume 
of pure ‘ Analar ’ glycerol is added slowly with constant 
agitation The viscosity of pure glycerol precludes aspiration 
mto a syringe, and we have found it convement to remove the 
plunger of a 30 ml syringe, to pour in the glycerol to the desired 
volume (30 ml for 170 ml of marrow-cell suspension), and— 
having replaced the plunger—to inject the glycerol slowly into 
the bottle through a widc-bore needle Since glycerol is 
hygroscopic it should be stored in small well-stoppered bottles 

A standard plastic 
disposable recipient- 
set provides a convem¬ 
ent method of dispens¬ 
ing the glycerol/mar¬ 
row mixture into the 
ampoules, at the same 
time filtering out any 
fragments of bone, fib¬ 
rous ussue, or small 
clots which may be 
present 25 ml is run 
into each radiation- 
sterilised ampoule 
(Mayernick and Dan¬ 
iels 1959), which is then 
sealed with a small 
soldermg-iron and a 
Spencer Wells forceps 
Glass ampoules have 
been replaced by poly¬ 
ethylene ampoules be¬ 
cause they are less 
fragile and easier to 
seal and to open, and 
the risk of overheating 
the contents is avoided 
The ampoules are suit¬ 
ably labelled with per¬ 
manent ink or pencil 


The enure process is illustrated m fig 5 After coolmg, the 
ampoules are stored imdcr methylated spirit mamtamed at 
—79°C by solid CO, We have used a 15-gallon welded 
alummium tank enclosed in 8 in of msulauon, the ampoules 
being located in alumimum racks (fig 6) 

Admtntstration of Marrow Stored at — 79°C 
The ampoules are rapidly thaw cd m a water-bath at 40°C, and 
the contents immediately mjected mto an intravenous salme 
infusion, close to the needle A further ampoule is thawed when 
the previous ampoule has been successfully mjected Each 
batch IS flushed through with salme to reduce the tendency to 
venous spasm Care is taken to avoid delay between thawmg 
and admmistrauon, no attempt bemg made at deglycerolisation 
Aliquots are taken for bacteriological culture 
Since slow coolmg is not ideal for erythrocyte preservauon, 
some hmmolysis of the preserved material is mevitablc, and 
occasionally the recipient has hdd transient haimoglobmuria 
Short-lived pyrexia has also occurred These sequela: have not 
led to any further compheauon and do not appear to affect the 
success of the infusion 

Results 

In the last 50 cases of bone-marrow aspiration, the mean 
yield has been 5 3 X 10“ nucleated cells, with a maximum 



Fig 5—Processing of bonc-morrow 
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of 27 3 y 10* The senes has included 7 children from 
whom low yields were to be expected We can now expect 
to ohtam 6-12 X10* nudeated cells from an adult whose 
general condition is good and who has not previously 
received extensive radiotherapy These figures do not 
allow for dilution with penpheral blood nucleated cells, 
correction for this would mvolv e a reduction of about 15% 
in the quoted yields Thus the actual yield of marrow 
cells IS about 5-10 x 10*, or about 0 5 to 1 0% of the total 
bodv marrow Animal experiments with whole-bodv 
nradianon would lead one to expect that this proportion is 
of the correa order to afford protection m an autologous 
svstem (Alpen and Baum 1958, Lajtha 1960) Results 
obtained m the treatment of human mali gnan t disease will 
be described m detail elsewhere 

Exased nbs have, m our hands, yielded a mean of 
11X10’ cells per nb m a senes of 30 preparations, with 
a maximum of 2 9 X10* cells No correction is needed for 
peripheral blood-ceUs 

Bactenological culture of ahquots of the stored marrow 
have been consistently sterile 

Summary 

A simple, efiSaent, and safe procedure for the collection, 
storage, and admmistranon of human autologous bone- 
itiarrow has been developed 

l?7ienever possible, the bone-marrow is obtamed bv 
multiple aspiration (15—20 punctures) from the sternum 
mid ilia Excised nbs may be used, though the yield of 
nucleated cells is comparatively low 

To ensure stenhtj of the marrow, a closed-circmt 
svstem of aspiration is used 

After sievmg, the marrow is centrifuged If it is to be 
ad^stered withm 48 hours, it is diluted with Tc 199, 
and kept at — 4 "c pgjjods longer than 48 hours, the 

“mrow IS cooled m 15% glycerol by a two-stage techmque 
° ^ and then stored at this temperature 
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Prekmmary Communication 


CLINICAL OBSERVATIONS ON VASOMOTOR 
REFLEXES IN RELATION TO 
BLOOD-VOLUME IN OPEN-HEART SURGERY 

In open-heart surgerv, before discormectmg the heart- 
lung machme, it is important to replace blood lost from 
the patient But estimation of the loss may be difficult 
Direct measurements of bodv-weight and blood-volume 
have not been practicable at the time when the information 
was most neeaed Exarmnation of towels and swabs from 
the operatmg-table may grossly underestimate the amount 
of blood lost 

The artenal pressure durmg heart and lung bypass may 
be a misleading guide to hypiovolsmia, for it is affected by 
perfusion-rate as well as by the blood-volume of the 
patient Thus high artenal pressure may result from 
excessive perfusion, or from a satisfactory level of per¬ 
fusion m a patient with artenal constncuon caused bv 
hypovolsrma Low artenal pressure may be found with 
normal blood-volume and madequate perfusion, or with 
adequate perfusion and vasodilatation At the end of 
perfusion it may be diScult to deade the level of blood- 
pressure which ought to be present if the blood-volume is 
saasfactorv For example, hvpertension may anse with 
closure of a septal defect m a healthy y oung person, but 
not with repair of an mcompetent valve m a panent who 
has advanced disease 

The tone of the venous system vanes, and blood-loss 
may be severe m the face of unchanged central venous 
pressure In addition, central venous pressure may nse 
as a result of heart-failure or heart-block m a patient who 
lacks blood 

These observanons made it dear that a speedy and 
simple test for hypov ohemia would be of value m dimcal 
perfusion, and Valsalva’s manceuvTe suggested a prmaple 
which might be employed Forced expiration agamst a 
dosed glotns raises the mtrathoraac pressure and reduces 
venous return to the heart Blood-flow mto the artenal 
bed decreases, and the artenes constnet At the end of 
forced expiranon blood returns freelv to the heart, and 
a short-hved nse m artenal pressure results from the 
mjection of an augmented cardiac output mto a constneted 
artenal bed 
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In open-heart surgery, arterial pressure is 
recorded continuously by means of a catheter m the 
radial artery, and tlie effect of squirting blood from 
the heart-lung machine into the paUent's femoral 
artery immediately before or after perfusion may be 
observed without difficulty Experience in sixty 
cases has suggested that squirting blood rapidly 
into the femoral artery, in quantities of 80-90 ml at 
a time, has an effect on the arterial pressure which is 
quantitatively related to the state of tlic blood- 
volume In patients with “ normal ” blood-volume 
the arterial pressure falls by 5-15 mm Hg for 
30-40 seconds This response is invariably found 
immediately before perfusion when blood-loss has 
been negligible In patients with reduced blood- 
volume after perfusion the arterial pressure rises 
immediately by as much as 50 mm Hg, and the 
extent of tlie rise appears to be proporuonal to the 
lack of blood In patients with “ normal ” blood- 
volume the fall in blood-pressure may be attributed 
to reflex vasodilatation from sudden distension of the 
aorta In those svith reduced blood-volume the rise in 
blood-pressure is attributed to injection into a constricted 
arterial bed 

In chmeal practice the injection of 80-90 ml of blood 
into the femoral artery is repeated until the arterial pressure 
ceases to rise, or shows a shght fall The heart-lung 
machine is then disconnected from the patient, and the 
central venous pressure obtamed at this point is maintamcd 
by blood-transfusion imtil the chest is closed 

The efficiency of this method of correcting blood- 
volume at the end of perfusion may be assessed 2-3 hours 
afterwards when the pauent can be examined and weighed 
Under-correction is revealed by loss of body-weight and 
by certain signs circumoral pallor, sweating, restlessness, 
hyperpneca, peripheral cyanosis, guttering of the super¬ 
ficial veins, hypertension, and venous constriction wluch 
slows the flow from a drip bottle Patients showing these 
signs may die suddenly 8-12 hours after operauon Too 
great a blood-volume may be maiufested by venous 
engorgement, hypertension, pulmonary oedema, and 
mcrcased body-weight These signs have not been seen 
in the sixty pauents whose blood-volume was corrected at 
the end of perfusion by the method described 

We should like to emphasise that direct measurements 
of blood-volume have not been made in our patients 
Blood-volume correction at the end of perfusion has been 
considered good or bad in the hght of chmeal examination 
and weighmg 2-3 hours later The reflex fall in pressure 
obtained when blood-volume is well corrected after perfu¬ 
sion IS similar to the reflex fall obtained immediately before 
perfusion when the blood-loss in preparauon for heart 
and limg bypass has been neghgible 

CASE-REPORT 

A boy of 15 (heart-lung machine case 81) had a surface area 
of 0 87 sq m , body-weight 34 55 kg, and calculated blood- 
volume (on the basis of 80 ml per kg ) 2 8 litres 

With a blood-flow through the patient and extracorporeal 
circulation of 1 6-1 8 litres per mmute, an atrial septal defect 
was closed during total cardiopulmonary bypass The 
ossophageal temperature was lowered from 35 to 32°C, 
and raised to 34 5° durmg the perfusion which lasted 21 
mmutes 

Arterial and central venous pressure records are shown m the 
figure At 11 36 am, immediately before perfusion, the artenal 



Extracts from the radial orterlol ond centrol venous pressure tracing before 
ond after total cardiopulmonary bypass for closure of on otrlal septal 
defect 


P, and P, mark the beginning and end of extracorporeal circulauon l marks 
each squirt of 80-90 m! of blood from the heart-lung machine into the 
femoral artery 

The zero reference point for the pressures lies close to the operating table 
The scale therefore docs not give absolute values 


pressure fell reflexly when 80-90 ml of blood was squirted from 
the heart-lung machme mto the femoral artery (l) R, and p, 
mark the beginmng and end of perfusion As soon as perfusion 
fimshed the level of arterial pressure fell from 115/75 to 90/60 
mm Hg Nme squirts of 80-90 ml of blood were then given 
(each marked i m the figure) The first six sqmrts caused a nse 
m artenal pressure The seventh and eighth squirts produced 
no change The last squirt was followed by a small and transient 
fall in pressure At this point the heart-lung machme was 
disconnected from the pauent Subsequently 880 ml of blood 
was given by intravenous dnp and 406 ml was lost on swabs 
When the pauent was uncovered 2 hours later there were no 
signs of abnormal blood-volume and weighmg on bed scales 
showed an increase of 600 g over his preoperauve weight 
Recovery was xmcomplicatcd 

DISCUSSION 

The volume of blood sqmrted into the femoral artery to 
diagnose and correct hypovolmmia has been 80-90 ml m 
pauents weighmg 30 kg or more This amount was 
arbitrarily selected as the volume ejected by a single suoke 
of the pump used for dmical heart and lung bypass ^ 
A lesser volume was used for small children 

A study of vasomotor responses m states of disordered 
blood-volume is obviously incomplete without direct 
measurements of blood-volume These have been planned, 
but their intcrpretauon may not be simple, for mdirect 
evidence suggests that blood may “ pool ” during long 
operauons The rate of exchange of “ circulatmg ” with 
" pooled ’’ blood, and the rate of release of “ pooled ” 
blood may be compheaUng factors Nevertheless we 
consider that the chmeal observauons alone have sufficient 
value to jusufy their contmued use m simplifying one 
of the problems of open-heart surgery Moreover the 
principle of tesung blood-volume by the intra-artenal 
mjecuon of blood may find a place in other branches of 
chmeal pracuce 

SUMMARY 

Chmeal observauons on sixty pauents undergomg open- 
heart operauons suggest that vasomotor responses may 
offer a more reliable guide to blood-volume than the 
levels of arterial and central venous pressure 

The rapid injecuon of 80-90 ml of blood into the 
femoral artery may cause the arterial pressure to fall or to 
nse The fall, which is attributed to reflex vasodilatauon, 

IS associated with ummpaired blood-volume The nse 


top 


1 Nixon, P G F Lancet, 1959, i, 1074 
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appears to be caused by injection into a constncted 
artenal bed, and the constriction is assoaated with hypo- 
volsrma 
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Medical Societies 


MANCHESTER MEDICAL SOCIETY 

Industrial Medicine 

At a meeting of the secnon of general practice on 
Nov 28, Prof R E Lane spoke on the Doctor m Industry 
He sad that m industry the doctor is concerned with the 
care of people m their working environment, and his func¬ 
tions are the same as elsewhere—to treat sickness and 
prevent disease The preventive side is becoming mcreas- 
ingly speaahsed as mdustry becomes more compheated, 
and this frequently mvolves close cooperaoon with other 
experts (e g, the health physicist) The doctor m industry 
provides a link between the various branches of the 
National Health Service and mdustrial management— 
interpretmg general medical requirements to fit specific 
workmg conditions The importance of work in the final 
stage of treatment of many patients cannot be overstressed 

The success of the doctor’s work m mdustry depends on 
his power to secure the cooperation of management and 
the confidence of workpeople This m turn depends on 
his mtegnty and his knowledge of industrial medicme 
His functions fall mto three mam groups to see that the 
workman is fit for his job, to see that the job is fit for the 
workman, and education Certam medical services m 
factories are statutory, these are provided by the medical 
wspeaor of factones and by some 1600 appomted factory 
doctors In recent years voluntary mdustrial health ser- 
'^ces have expanded Some of the nationahsed industries 
g, the National Coal Board and the Atomic Energy 
Authority—have highly efficient services of this type 

The tendency to carry out too many routme medical 
examinations and do httle else is a danger to which many 
'Wtramed mdustrial doctors nught succumb The 
statutory exaimnation of young persons encourages this 
exarmnation and is m need of review Where 
®edical exammations are needed they should be carefully 
achieve the desired end, and modern methods 
®nd laboratory aids should be fully used 

Industrial medicme is ready for its next step forward 
Ulmer development, however, must be related to real 
s, these must be assessed particularly as they concern 
6 small factory Immediate development might well 
^ With some of the clearly defined needs—namely, 
^Igiene services and appropriate laboratories, a 
lew of the duties of the appomted factory doctor and his 
a strengthemng of the medical mspectorate of 
with perhaps the formation of an industrial 
section, and further encouragement of voluntary 
Emphasis on the appointment of doctois 
3'e had some trauung for medical work m mdustry 


Reviews of Books 


Social and Medical Problems of the Elderly 

Kenneth Hazell, m r c p , d p m , consultant gerontologist to 
Wolverhampton and Walsall London Hutchinson 1960 
Pp 216 30r 

This book aims to survey the medical and social issues raised 
by the mcrease in the number of elderly people m our midst 
Dr Hazell writes as a geriatric physician working in hospital, 
and he rightly emphasises the importance of an effective 
genatnc unit as the cornerstone of all the complex arrange¬ 
ments ui and out of hospital which the care of the elderly 
mvolves 

About half the book is a desenpUon of the orgamsanon, 
structure, and funcuon of an effective geriatric unit, and this 
section evidently owes much to the work of the late Oscar 
Olbnch There is a chapter on some of the chmeal problems 
that commonly arise m a geriatric umt, and another on the 
medical care of the elderly at home The medical part of the 
book IS set against the background of the social quesuons of 
old age, and is vividly illustrated by the author’s experiences 
on domicihary visits Fmally there is a good picture of the 
social services at present available to help the elderlv 

Dr Hazell rightly feels that a greater proporoon of our 
medical and financial resources should be devoted to the 
elderly, and the book ends with some important recommenda¬ 
tions He advocates the provision of subsidised milk and food 
for the elderly, as is now done for children and expectant 
mothers He feels that the home-help service should be re- 
orgamsed as a national service, and he wants a subsidised 
laundry service for the mcontment, and a national chiropody 
service A number of sensible recommendaoons on housmg 
policy are designed to ensure that rehousing schemes do not 
mcrease the isolation of old people These views should be 
carefully considered—and if accepted, they will keep the nation 
busy for the next twenty-five years 

No book gives a better picture of the problems of the elderly, 
and Dr Hazell is to be congratulated on his achievement, vvhich 
will undoubtedly help all who are tiymg to ensure that the 
elderly m our society get a better deal than they have had m the 
past 

Clinical Medicme and the Psychotic Patient 

Otto F Ehrentheii., m d , physician. Veterans Administration 
Hospital, Bedford, Mass , Walter E Marchand, m d , chief, 
medical and surgical service. Veterans Administration Hospital, 
Bedford, Mass Springfield, Ill Charles C Thomas Oxford 
Blackwell Scientific Publications I960 Fp 383 86s 

The difficulues of early diagnosis and effective treatment of 
serious illness m the disturbed or stuporose patient are well 
illustrated by the authors’ findmg that only 1 m 5 myocardial 
infarctions m psychoucs presented with pam This welcome 
and readable book deserves wide study Fourteen contributors 
have pooled much experience from a V A hospital of some 
1800 beds, about 80% of them filled with schizophrenics, and 
they have gathered a useful list of transatlantic references 

On the general chmeal problems and on diseases pccuhar to 
psychiatric hospitals, the book is of great pracucal help, but 
It sometimes seems that the authors have been more concerned 
with fittmg their journal reprmts into the framework than with 
planiung a coherent textbook TTus seems to haic been a 
particular impediment m some sections on orgamc bram 
disease, which mclude a Jong irrelevant statisucal chapter on 
G PI (with no chmeal dcscnptions) but no mention of 
accidental mjury or E e g findings The frequent case-reports 
are often helpful but m the section on poisonmg they add little 
to a poor account (which makes no menuon of bemegnde) 
The problem of suiadc is dismissed too briefly, and the 
authors do not refer to the conunuous bath in discussmg tlie 
prevention of collapse during hyperactive behaviour, though 
they give 5 pages to an account of the only case cv cr reported of 
“ heat pyTCxia ” during such hvdrothcrapv Again, a long and 
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nther out-of-date account of the theory and comphcations of 
msulm-coma therapy contrasts oddly with tl\c complete 
neglect of the dangers of clectroconvulsion therapy But much 
of the book will be found very useful and as relevant in 
Birmmgham as it is in Boston 

Modern Trends xn Urology 

Snd senes Editor Sir Eric Riches, m c , m s , r r c s , surgeon 
and urologist, Middlesex Hospital, London London Butter- 
worths 1960 Pp 287 70 j 

In recording the further advances in the specialty during the 
past seven years. Sir Eric Riches has had tlie aid of 26 famous 
contributors, wriung with authority on the developments with 
which they have personally been closely concerned Recent 
work on biochemical aspects of renal disease, and indeed the 
advances made in medical urology as a whole, are properly 
recognised This section of the book, with the chapters on the 
aruficial kidney, renal transplantauon, and the surgical treat¬ 
ment of renal hypertension, will appeal to medical readers in 
general, and should finally disabuse them of the view that 
urology IS an unprogressive “ waterUglit ” surgical specialty 
Much of the remainder is devoted to recent developments in 
radiological and surgical techniques, including a number of 
sections on the use of the intestine as a urmary receptacle or 
conduit The balance between technical attainment and 
clinical interest is, however, carefully preserved by a senes of 
informative articles on supcrvoltagc X-ray therapy in cancer of 
the bladder, chronic prostauus, and nuclear sexmg m relation 
to male infertility, and there are important chapters on 
granulomatous prostatitis and new growths of the testis 

It IS a pity perhaps that, after this long record of achievement 
within so short a time, no further pronouncement on the status 
of urology in relation to general medicme and surgery has been 
attempted Nevertheless, the progress of the specialty is amply 
described, and the quahty of producuon and contents of the 
volume will go far towards enhancuig its rapidly mcreasing 
reputation 

The Integrity of the Personality 

Anthony Storb, m r c r , d p m London William Hcincmann 
1960 Pp 174 I5s 

This interesung attempt by a Jungian analyst to define the 
basic hypotheses of psychotherapeutic practice is refreshingly 
free from condemnation of other schools, and his emphasis on 
the beliefs shared rather than the areas of controversy is right 
for a book mtended for the lay public He deplores the 
tendency of analysts to form esoteric groups, and also the way 
in which an edifice of thought like psychoanalysis can become 
a closed circle of ideas in which every observauon is referred 
to an existing hypothesis without ever questiomng the hypo¬ 
thesis Itself Throughout, the patient is considered as an 
individual personality and the analytical process is regarded as 
a maturing relauonship—a microcosm reflecting the macrocosm 
of the patient’s relationships m the world outside the con¬ 
sulting-room Many will agree with Dr Storr’s rejection of the 
idea that the patient improves by discovering the truth about 
himself—^there are far too many “ truths ” for this to be 
credible 

St Peter’s Hospital for Stone, 1860-1960 

Editor Clifford Morson, o b e , f r c s Edinburgh E & S 
Livingstone 1960 Pp 64 21s 

The late Mr Swift Joly remarked of St Peter’s Hospital 
that It was the only such mstimtion called after a saint with a 
name which mdicated its special work Nowadays the connec¬ 
tion is rather a tenuous one, but a hundred years ago calculous 
diseases of the urinary tract were common in this country, and 
were mcreasing Their prevalence has been attributed to the 
monotonous and defective diet of the poorer classes durmg 
the “ Hungry Forties ” and the years that followed 

In 1860 the hospital was opened to make generally available 
the recently developed techmques for removmg bladder stones 
by methods short of lithotomy It was one of some twenty-five 


special hospitals which sprang up m London between 1850 and 
1870, and which reflected the development of specialist trends 
m medicine and surgery But the innovaaon such institutes 
represented did not pass imchallenged Many attacks were 
directed against them (notable by Hasungs’ newly founded 
British Medical Associauon) and several doctors had to choose 
between an allegiance to an established general hospital, and 
to one of the new ones (In the case of St Peter’s, Dr 
Thudichum and Mr Coulson were subjected to such pressure, 
and elected to resign from, and to remam at, the hospital, 
respectively ) 

Mr Clifford Morson has marked the centenary of St Peter’s 
by wriung a brief history of the hospital, to which are appended 
biographical sketches of each of the colourful personahues who 
were on us staff Sir Peter Freyer, m parucular, is dealt with 
at some length, and those who know him only as the originator 
of an operation can now read of his feud with Moymhan, his 
private collection of prostates removed from notable pauents, 
and of his theatre commentaries delivered m French and 
Hindustani alternately The hospital of the Crossed Keys may 
be a young one by London standards, but it has a fascinating 
story, which has been very well told 

The Practitioner’s Handbook (London Cassell 1960 
Pp 711 63 j ) —This IS a collection (edited by Dr W A R 

Thomson) of over 250 arucles which have appeared in The 
Practitioner’s Revision Corner smee 1946 There are almost as 
many authors as articles, most of which have been recently 
revised, so that none seem dated They are arranged to cover 
the hfc of man from conception onwards Obstetrics, gynieco- 
iogy, and paidiatncs claim a large share, in keeping with their 
importance m general pracuce Skins, eyes, ENT, and ortbo- 
paidics all have their place, and geriatrics is properly repre¬ 
sented The pnnung and layout make tlie book a pleasure 
to eye and hand, and the price is modest The articles are 
never more than two or three pages, so the book is well suited 
for rcaduig at the odd moment No pracuuoner will regret 
buying It 

Recent Advances in Biochemistry (4th ed London 
J & A Churchill 1960 Pp 301 50j) —The last ediuon 

(by Prof J Pryde) appeared m 1931, and this is m fact an 
entirely new book by Prof T W Goodwin He has chosen 
eight separate themes of current mterest oxidanve phosphoiy- 
lauon, catbon-dioxide fixauon, and the biosynthesis of phos¬ 
pholipids, of the aromauc and hetcrocychc rmg compounds, and 
of nucleic acids and terpenes Finally he discusses the under¬ 
lying mechamsm, other than hormonal and neural, by means 
of which the metabohe acuvity of the cell is thought to be 
regulated The presentation is clear, concise, and up to date, 
and m character might be likened to a senes of lectures suitable 
for honours' students of biochemistry, though others wishing 
to keep in touch with current progress in these rapidly expand- 
mg areas will find the book a useful guide, which includes a 
good range of references to recent pubhcations m the selected 
subjects 

The Care of Invalid and Crippled Children (London 
Oxford Umversity Press 1960 Pp 158 8s 6d) 
paperback, edited by Dr A White Franklm, is published for 
the Invalid Children’s Aid Association, and they are to be con¬ 
gratulated for thus brmging up to date their earlier booklet of 
1938 Its aim is to instruct social workers, health visitors, ana 
school nurses in the aims and limitations of treatment for the 
handicapped child Dr White Franklm has chosen a good team, 
and the selection and presentation of topics are excellent 
Doctors and medical students will be exceptionally we 
informed if they find nothing to leam from this book, and i 
could not be bettered as an mtroduction to conditions seldom 
seen m the acute psdiatric wards but of great difficulty an 
importance m practice Why, though, is it assumed that the 
readers of books like this are unable to use a library ? Author 
are quoted m the text but there are no references 
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Postoperative Thromboembolism 
Or should it be “ operatii e ” thromboembolism ’ 
Though the distmcnon is more than academic, few have 
quibbled about it in the past To most surgeons deep- 
vem thrombosis and its sequelse remam the postoperative 
comphcanons par excellence, vath enforced immobihty, 
a restnaed diet, and flmd unbalance as potent setiolo- 
gical factors So they are, of course, but more and more 
evidence pomts to the operation itself^ and certainly to 
the day of operation, when the cham of e\ ents leadmg to 
the dmical syndrome is set m motion Sharnoff,^ at 
Mount Vernon Hospital, New York, has studied blood 
coagulabihty m 41 patients undergomg extensn e surgery, 
and in all he noted an abrupt rise m platelet-count and 
a shortening of clottmg-tune wi thin a few hours of the 
5t2tt of the operation Both parameters tended to 
return to normal a few hours later, though in some 
patients a second (less distmct) thrombotic phase 
developed m the first postoperam e week These changes 
■^ere considerably smaller under spmal than under 
general anesthesia, and they were most stnkmg m two 
patients who died on the second and on the twelfth post¬ 
operative day In the first (who died &om massive pul¬ 
monary embohsm) the platelet-count rose firom 220,000 
to 370,000 per c mm and the preoperame clottmg-tune 
of 4'/, minutes was halved durmg the operation In the 
sorond the platelet-count rose &om 187,000 to 418,000 
2nd the clottmg-tune dropped from 6Vs to mmuies, 

2 nd, though a review of the anmsthenc record showed 
no nse m pulse-rate or fall m blood-pressure durmg the 
2omparauvely uneventful colectomy, necropsy revealed 
2n^proxuiiately 12-day-old myocardial infarct 
though platelets themselves probably play an import- 
part m the imnation of intravascular clottmg," ^ 
2 nd his assoaates beheve that the rise m 
of tttay be a reflecuon rather than the cause 

5 increased coagulabihty * 2 They picture mega- 
^t^cytes bemg earned by the venous circulation from 
2 one-marrow to the lungs and pounded up under the 
jj^^^^the right v'entncle m the puimonary^ capillary 
, 'Pereas m normal lung-ussue sections from 
^ ^ speaes they found 2-3 megakary ocytes per 
hadT' tn laboratory animals and m patients who 
jj , during or immediately after an operation the 
these cells was mcreased tenfold or more 
tnegakaryocytes are also thought to 
quantities of poivsacchandes ®, and the 
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tendency to clot Though many experimental and 
theoretical gaps remam to be filled (most orculatmg 
polysacchandes seem to hav e anticoagulant rather than 
clottmg properties), the concept brmgs mto focus at 
least three easily overlooked aspects of thromboem- 
bohsm Fust, deep-vem thrombosis is not the only 
manifestation of the surgical thrombonc state arteni 
(cerebral, my ocardial) thromboses may be less common, 
but they are no less dangerous Secondly, of Virchow’s 
setiological mad, quahtativ e blood-changes are at times 
the most cruaal' ® Thirdlv, these changes—^lU under¬ 
stood though they still are—reach them peak durmg 
rather than after an operation These observ ations have 
the most duect beanng on the management of patients 
undergomg elective surgery', for—^though tluombo- 
embohe disorders assoaated with operations, trauma, 
childbirth, and certam medical conditions probably' hav'e 
a very similar sDology—no other group offers at present 
wider scope for judiaous prophylaxis 
Postoperative anticoagulant therapy has now had an 
extensiv e mal on both sides of the Atlantic, and many 
doubters will have been conv'erted by the controlled 
investigation of Sevttt and Gallagher at the Birming¬ 
ham Acadent Hospital 2 In the hght of Sharnoff’s 
findmgs It is mterestmg to note that many of then 
patients were started on phenmdione before the opera¬ 
tion (though not, of course, before the acadent) and that 
none appeared to be the worse for it Cntics of vem 
hgaaon hav e argued that the method’s like boltmg the 
door after the horse, but perhaps a similar objection 
could be raised agamst msntutmg anticoagulant therapy 
after the operanon, and espeaally after symptoms and 
signs of thrombosis (such as they are) have become 
manif est Though we should like to know more about 
the chemistry and pharmacology of the penoperauve 
thrombotic phase—espeaallv about the effect of various 
anaestfaenc drugs on natural and therapeutically 
administered anticoagulants—^it may be hoped that 
selective anticoagulant prophylaxis will eventually 
supplant postoperative treatment 

Unlike anncoagulants, v em liganon has nev er gained 
vnde support in this countrv, but it retams a rationale of 
compellmg directness and sunphaty If a clot m a 
penpheral vein represents a potennal pulmonary em¬ 
bolus, mterrupnon of the venous channel should 
elumnate this hazard Strong arguments can, of course, 
be advanced agamst such reasomng—mcludmg the 
possibihty that the hgature itself mav become the 
startmg-pomi of a proximal thrombus "—but disfavour 
has always been emononal rather than rational To 
some surgeons a pulmonary embolus is sull a Stroke of 
Providence (as was wound mfecuon a hundred years 
ago), and operative mterference seems to them funle 
to the pomr of blasphemy Even the most ardent 
adv ocates of the method now recogmse it as a rearguard 
acaon m battles alreadj lost, but indisputablv it can 
sav e hv es when show ers of emboh throw an incrcasmg 
strain on the nght heart or when heavily infeacd 
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particles are discharged from a septic peripheral focus 
The optimal site of hgaQon remains debatable, but, as 
regards collateral circulation as well as effectiveness as 
a barrier to the lungs, tying the infenor vena cava has 
advantages which often outweigh the extra risks” 
Whatever the site, vein ligation is not an alternauve but 
a supplement to effective anticoagulation 
Though we now recogmse thrombolysis as a physio¬ 
logical process complementary and comparable to (and 
no less important than) clotting, fibnnolysm is soU the 
dark horse in the therapeutic field Its inacuve precursor, 
“ plasminogen ”, has now been highly purified ” it 
has a molecular weight of 83,000, and it behaves as a 
homogeneous material electrophoretically and on ultra- 
centrifugaDon In vitro it seems to have a dual funcaon 
as “ proactivator ” and “ proenzyme ” when the 
molecule is activated non-specifically—e g, witli trypsin 
—Its proactivator activity declmes pari passu with the 
mcrease m plasmin concentration and the lysis of the 
fibrin substrate Testmg the enzyme on dogs, Freiman 
et al have demonstrated its powerful lytic effect 
on expenmentally induced clots, especidly when 
the material was mtroduced through a catheter close to 
the thrombosed segment They beheve that previously 
reported differences between the behaviour of arterial 
and venous thrombi can be accounted for by variations 
m the number of collateral channels capable of dehvering 
the enzyme to the clot ”, but they have confirmed the 
decisive mfluence of the age of the thrombus on the 
speed of lysis It has been suggested that clot 
dissolution in vivo must be prepared by the penetration 
of a fibrinolytic enzyme (“ acuvator complex ”) into the 
thrombus, where it will function only after it has acuvated 
a proenzyme (“ profibnnolysin ”) intimately bound to 
fibrin (The hypothesis thus imphes disunct fibrino¬ 
lytic and thrombolytic processes) Endotheliahsaaon 
and invasion by fibroblasts of a clot could offer strong 
resistance to adsorption and diffusion, but even at an 
earher stage molecular changes in the fibrm polymer of 
the thrombus might dimimsh the effectiveness of the 
mtrinsic profibrmolysin or the rate of diffusion of the 
activator complex Of great chmcal interest is the 
further observation of Freiman and his colleagues that 
experimental clots could not be induced or mamtamed 
for long m the presence of a high fibrmolytic acuvity in 
the blood Despite the imprecision of our methods of 
diagnosmg venous thrombosis, and a considerable overlap 
between the fibrmolytic acuvity of anu-mflammatory 
agents and the anu-inflammatory effect of speafic 
fibrmolysms, a few chmcal tnals have encouraged 
the hope that fibnnolysm, too, may prove a useful 
prophylacUc as well as therapeuUc weapon 
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Life at High Altitudes 

After a slow ascent to 25,000 feet man can survive 
for a while without addiuonal oxygen and can do a 
moderate amount of work Some ammals can Ine at 
28,000 feet for about a week, after which detenoranon 
sets m rapidly At the more modest altitudes of 14,000- 
15,000 feet (baromemc pressure 450 mm Hg or iess) 
many men spend their whole hves from infancy to death, 
growing, working, and reproducing normaUy This 
demands a high degree of adaptauon, which is accom- 
phshed by means sull not fully comprehended Anyone 
in normal health who ascends rapidly to these heights 
finds on arrival that he cannot exert himself ivithout severe 
dyspnoea, and all newcomers are warned that for the 
first half-day or day they should go up hills or stairs very 
slowly lest they fall unconsaous, or, better still, rest 
completely for six to twelve hours Thereafter most 
people find that they can undertake reasonable exemon 
Without ill effects The longer the stay at alutudes 
which are not excessive, the better the adaptation 
Clearly domestic ammals adapt as well as man the 
mule works hard, small pigs, ducks, and hens abound, 
and the local dog chases cars, barking the while, as fast 
as any of his sea-level cousins The llama of the Andes 
IS m a speaal position smce it retains its foetal-type 
haemoglobin 

The immediate response to a fall m Oj tension is an 
increase m ventilauon-rate, and this is almost certainly 
mediated by the chemoreceptors of tlie carotid bodies, 
which have been shown to be especially sensitive to a 
fall in pOj The greater ventilation will expand the 
lungs more than usual and thereby provide a greater 
surface for oxygen absorption The increased ventilation 
will at the same time bring about greater than usual loss 
of COj from the lungs Within a few hours the resulting 
alkalosis is corrected by the kidneys, so that there is then 
no alkalotic mhibiuon of the respiratory centre to the 
chemoreceptor dnve ^ Alveolar ventilatton is usually at 
Its greatest m three or four days, after which it begins to 
fall as adaptation sets m Naturally an alteration ui 
ventilation demands some cardiovascular adjustment, 
and imttally the pulse-rate mcreases somewhat, but in 
about a week this has returned to the normal sea-level 
value, and later it may fall even lower Once acchmattsa- 
tton IS complete the heart responds to reasonable hard 
work in exactly the same way as it does at sea-level' 
This IS possible because of the adjustments which take 
place in the blood, m the vascular supply of the tissues, 
and probably also in the chemistry of the tissues ® After 
full acchmattsatton there is a string increase in blood- 
volume—by as much as 25%—and this is entirely due 
to an mcrease m the number of erythrocytes As a 
result the Oa-carrymg power of 1 ml of blood 
becomes as great at 15,000 feet as at sea-level The 
mcrease in blood-volume and (since the volume increase 
IS due to cells and not plasma) in viscosity demands 
further changes if the heart is to be spared an intolerable 
burden There is a great openmg up of capiUanes in the 

1 Stickney, J C,vanLiere E J Physiol Rev 1953,33, 13 
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fi«ues with the result that the penpheral resistance falls 
It IS not known whether this change is brought about 
hr the hypoxia or by the raised blood-t olume The 
increased vascularity has the added ad; antage that the 
distance across which oxy'gen must difiuse to reach the 
tbuies IS reduced 

Fossiblj the opemng up of the small blood-; essels m 
the heart, lungs, centrd nervous sjstem, gut, and 
'keletal muscle more than compensates for the mcrease 
in blood-; olume, as it has often been obsen ed that the 
resting blood-pressure is lower than at sea-le; el The 
coronary circulanon is thoughtto be particularly sensm; e 
to shght hypoxia, and this is probably one of the most 
important way^ m which the size of the coronary 
vessels is regulated at any altitude the hypoxia de; elop- 
mg on am; al at a height wiU greatl; mcrease the blood- 
nipply to the heart-muscle and thereby pre; ent heart- 
feiliire m the early days before acclimatisation is com¬ 
plete The cerebral circulation is as sensitive to hypoxia 
2 s the heart, if not more so The mechamsm of 
this sensiuvity is ill understood, but is possibl; related 
to a change in glycogen metabohsm - 
The need for faahtation of Oo diffusion m the lungs 
makes a speaal demand on the right side of the heart, 
midj as a result, m those h;Tng permanentlv at high 
alntudes the right ventricle hypertrophies and the 
electrocardiogram shows characteristic features * The 
lungs seem always to contam more than the usual 
I olume of blood, and there is constant moderate pul¬ 
monary hypertension, which contrasts with the some¬ 
what low systohe and diastohc pressures m the sy stemic 
circulanon'* By the time adaptation is complete a 
resident has lower alveolar ventdanon-rate and arterial 
pO. values, as well as higher COj values, than a 
moderately acclimatised newcomer This is possibly 
related to the polycyrhmmia which is present m the 
resident,- and which is an extremely important factor m 
2daptanon It is only of late y ears that some information 
has come to hand as to the cause of the pol; cythsima 
t has always been suspected, on a pnon grounds, that 
vpoxia was the special stimulant to the blood-fonnmg 
organs, moreover hypoxia is a common factor m many 
condiuons m which the reproduction-rate of red blood- 
cells IS increased—for instance, se; ere hremorThage and 
^anua On the other hand, a long-persistmg small 
ood-loss also has this effect, and hemorrhage is a 
effecuve stimulus than moderate hypoxia, perhaps 
of the hyperventilation and alkalosis which 
^^mpany the former Cobalt is another stimulant to 
formauon, particularly after hemorrhage or 
gh alntudes Whate; er the mechanism, the result 
c appearance m the circulation of a substance which, 
sferred to normal animals and man, displa'vs 
^opoienc acnvTty The substance seems to be protem 
wh E keat-resistann It ma; be an a-globulm 
IS associated with an acn; e polypeptide groupmg 
^^^mjecnon the substance rapidly disappears from the 
p^anon owmg to its clearance b; the h; er and blood- 
unuag organs It is not quite certain ■where the 
^tnes from—possibly the spleen and kidneys 

< Hurtido A. Av! i-Mei 1050 53 Zil 


A very similar substance can be recovered m greater 
than normal amounts ftom the blood of patients with 
cardiac or pulmonary Qisease ^ The hEemopoietic sub¬ 
stance seems to act bv increasmg the rate of rea-cell 
formation and maniracion besides hasterung the release 
of the cells from the blood-forming organs 


Even at moderate altitudes, such as 7000 feet there 
are measurable signs of adaptation ® and these will be 
helpful m adapting to a greater height It has not been 
explamed, however whv repeated short exposures to 
real or simulated great altitudes lead to a remarkable 
condioomng, so that far greater heights than usual can 
be tolerated and acchmansaaon is hastened - Like the 
healthy adult, the newborn babe or animal adapts easily 
to low O; tension, but the growing child has greater 
difficulty The newborn has an adv antage because it has 
for some months had greater difficult;' than the adult 
m obtainmg its ox; gen, and has become adjusted to the 
situanon The foetus and neonate have an oxvgen- 
dissoaation curv e which is shifted to the left—i e, the 
blood reaches a relam elv higher Oo saturation at low 
0_ pressures In addition, the neonate has a nght- 
ventncular preponderance somewhat similar to that of 
the alntude-acchmaused adult In the infant bom at 
high altitude this preponderance persists, together with 
other foetal features, such as narrow pulmonary artenes 
and artenoles whose media is thicker than normal 
These last items mav well have some connecuon with 
the high pulmonary artenal pressure and the interesong 
fact that a patent ductus arteriosus is not uncommon in 
those who hav e hv ed all their hv es at high altitudes In 
the normal infant at sea-level the ductus closes 
anatomicallv m the 4tli month, bur, if in the early days 
after birth the infant is made moderately hypoxic, the 
pulmonary artenal pressure nses rapidly and the nght- 
to-left shunt through the auctus artenosus is re-estab- 
hshed ■ So far as is known, adaptanon to high altitude 
is completely rev ersible on return to sea-lev el 

Some mterestmg obsen auons hav e been made in the 
high Andes on the health of the residents and the 
diseases to which they are mclined Coronan thrombosis 
and myocardial infarction are rare m all races Residents, 
besides having low systohe and diastohc pressures, 
seem to hav e a reduced madence of v ascular sclerosis 
m relation to age The blood-cholesterol is within 
normal limits Operam e procedures for the correcuon 
of patent ductus artenosus, and thoraac surgery m 
general, carry even less nsk than at sea-level, thus 
showmg one of the advantages of adaptauon to hvpoxic 
condiuons Cholecvsuus and cholehthiasis appear to be 
fairlv common, despite the frequent finding of hypo- 
chlorhvdna and achlorhv dna, pepuc ulcer is often 
found It IS not known whether tlus fact is related to 
the observauon at sea-level that pepuc ulcer and poly- 
cythEcmia are commonly assoaated wath each other ‘ 
Occasionally the resident at high alutude may lose his 
adaptanon and develop a condiuon known as chrome 
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mountain sickness'' This may happen at any time of 
hfe from cluldhood to old age, but is commonest m young 
adults The number of red blood-cells increases greatly, 
bone-marrow becomes hyperactive, and plasma-volume 
decreases In consequence the blood viscosity is high 
The right heart is unusually h 3 'pertroplued The 
artenal oxygen saturation is below, and perhaps far 
below, that wluch corresponds to the alDtude at which 
the patient hves This change is paralleled by a low 
alveolar Oo tension, which seems to be due to relative 
hypoventilauon, even though tlie total pulmonary 
capacity and residual air are not sigmficantly different 
from normal X-rays suggest that there may be ill- 
defined fibrotic changes m the lungs which may persist 
even after recovery at sea-level ® On the other hand, 
there is some evidence that the sensitivity of the 

8 Hurtado, A J Amer med Ass 1912, 120, 1278 


respiratory centre to COo is decreased, and the adminis¬ 
tration of Oo together with CO„ does not alter this 
decreased sensiuvity, which is possibly due to chrome 
hypoxia The chrome hypoxia may account also for the 
excessive polycythaimia, which is not idenucal with 
polycytliacima vera since, for one thing, in chrome 
mountain sickness there is no rise in the white-cell 
count ® Chrome mountain sickness is cured by removal 
of the patient to sea-level There appears to be an 
undefined hnk between hypoventilation, hypoxia, and 
polycythaemia, these three signs are all found in some 
very obese patients at sea-level ” Perhaps closer study 
of residents at high altitudes, either when well or when 
ill, could furmsh mformation important not only for 
themselves but also for those at sea-level 

9 Hackncv» J D , Crane, M G , Collier, C C , Rokaw, S , Griggs, D E 
Ann tmern Med 1959, 51, 541 


Annotations 


REASSURANCE ABOUT RADIATION HAZARDS 
Since the Medical Research Council’s first report * on 
radiation hazards four years ago, tremendous research 
activity has uncovered many new data about how much 
nuclear and allied radiation man is exposed to and how it 
may affect him and his descendants The second report,' 
pubhshed last week, is therefore able to tackle many 
questions from a much surer basis of fact, though some 
of the fundamental uncertainties about the significance of 
radiation have persistently failed to resolve themselves, 
despite worldwide scrutmy We are now much better 
equipped to judge the quantities of lonismg radiauon to 
which individuals and populauons are exposed from 
various sources, and progress in this work has been 
remarkable Inevitably, less has been achieved m the more 
exactmg mquiry mto how lomsing radiation can affect 
health 

Notable changes of thought have been provoked by 
new observations Formerly it was beheved that an 
individual exposed to a high dose of radiation carried for 
his lifetime thereafter a heightened risk of leukxrma But 
changes m the leukierma-rate among those exposed to the 
bombs of Hiroshima and Nagasaki and among those 
irradiated in the treatment of ankylosmg spondyhtis 
encourage the M R C Committee to “ assert with some 
confidence that the risk of leuktemia followmg irradiation 
will dechne after the lapse of a decade ” Agam, it used to 
be held that the biological effects of a given amount of 
radiation were the same whether it was received slowly 
or quickly Now recent work on somatic effects of radia¬ 
tion on mice suggests that a dose given over a long time 
has less effect than the same “ acute ” dose These 
observations accord with the earher findmgs that genetic 
damage is similarly related to dose-rate ' This change of 
opimon, therefore, puts more emphasis on the sudden 
doses of medical radiology (lately the subject of the 
Adrian report *) and less on the much slower exposure to 
background and fallout radiation These are as yet 

1 The Hazards to Man of Nuclear and Allied Radiations Cmd 9780 

H M Stationery Office, 1956 , _ 

2 The Hazards to Man of Nuclear and Allied Radiations A Second Report 

to the Medical Research Council Cmnd 1225 HM Stationery Office 

1960 Pp 154 7s 

3 Sec Lancety 1959, i, 85 _ 

4 Radiological Hazards to Patients H M Stationery Office, 1960 See 

tbid Dec 10, 1960, p 1285 


expenmental findings only, but, if they prove to be 
applicable to man, previous estimates of the geneuc and 
somatic damage that might be expected, for example, to 
follow exposure to fallout debris may be too high This 
reservauon applies to the estimates made by the Umted 
Nations Scienufic Committee “ in 1958 

In Its comments on strontium 90 the report refers to the 
important finding that the uptake of the isotope by the 
roots of plants, the magmtude of which is related to the 
total accumulated fallout remainmg m the soil, is at 
present of minor sigmficance compared with the direct 
uptake by the parts of the plant which are above ground 
This uptake depends on the rate of fallout rather than on 
the accumulated total Thus the amount of strontium 90 
eventually deposited in bone will be related to the current 
rate of fallout, and, as this rate has decreased appreciably 
smee It reached a peak in 1959, these findmgs are reas¬ 
suring and would also mean that the U N figures were 
too high Moreover, the reservoir of fission products m 
the stratosphere is smaller than was estimated pre¬ 
viously ' The report concludes that “ the average levels 
of stronuum 90 which have been observed both in the diet 
and m human bone m the Umted Kmgdom are such as to 
make it extremely unhkely that there has been any 
appreaable hazard to human health from this isotope 
In 1956 the M R C Committee set the maximum 
allowable bone concentration of strontium 90 m the 
general populauon at 100 jxpC per g of calcium, and they 
set a warnmg level of 10 p|iC It is now fairly certam that 
strontium will not go on bmldmg up m bone for a long 
time after fallout has decreased (that there will not be a 
big “ overswmg”), and for this and other reasons permis¬ 
sible and “ warnmg ” levels have been revised The whole- 
population figure has been brought down to 67 [xnC per g 
to fit m with a recommendation of the International 
Comrmssion on Radiological Protection, but the warnmg 
level has been relaxed to half this—^i e , 33 ppC 

Another key figure m the report is the estimate of gonad 
dose from fallout, which is a measure of the geneUC 
consequences of nuclear explosions, this is put ^ ^ 
mrad per year (averaged over a 30-year perjod), compared 
with the 19 mrad from medical radiology, as judged by 
the Adrian Comimttee, and the 85-106 mrad from natural 
background ___ 

5 See ibid 1958, u, 355 
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PRUNING THE COST 


SiNC the hsanonal Health Semce begaiij escept for a 
bnJpenod in the early ’SOs, the drug billj hke most omer 
hlLj has risen In. 1949, the average cost of the general 
pasmoner’s prescnpnon vras around 3s, by 1956 it had 
recied 5f, and for August, 1960, the figure vras almost 
7' 2d Successive Governments and their successive 
Miamers of Health hat e tried several means to curb this 
Err::rent inflation phannaasts’ “ on-cost ’ or profit 
tirgmvrascut, alevyof Is on each prescnpnon form was 
niroducedj and later this was mcreased to Is pet prescnp- 
cox The Hmchiifie Committee ^ considered the problem 
for over two years, the Cohen Committee esammed the 
dnicsl advantages of thousands of propnetary prepara- 
ccns against their more moderately pnced oSaal 
KToralents, but the pnce still rose The nse m cost was 
‘COKnpanied by an mcrease m the proportion of pro- 
i^starv drugs and preparanons prescribed, partlv because 
mere effiaent antibioncs and other specific remedies 
S^Knne available, and partlv because more propnetary 
P^paranons were marketed and became the success 


ssanire of their makers’ marketing 
Nor unnaturally, therefore, the fviinister sought to 
Establish some measure of control over the pnce of such 
Pfcaranons In 1957, agreement was reached with the 
■'S^tiaation of Bntish Pharmaceutical Industry on certam 
pnnaples pnees m Great Bntam were not to 
Greed those obtamed in the eaiporr market if more than 
20 0 of the product was shipped abroad for preparations 
had a standard ecjmvalent the propnetary should 
Eiot cost more than the offiaal preparation, for other 
^"^psraQons a formula was agreed for determirung a 
“^“Giznim pnce Perhaps most important from the 
Gcnufacturers’ point of view, it was agreed that pnce 
^trol should not be apphed dunng the first three % ears 
2 product’s hfe, to enable the manufacturer to recoup 
-i, 2 nd development expenses The ongmal 

" which the Mmistrj beheves has worked well, but 
^ ch has been the target of the Pubhc Accounts Com- 
came to an end this month, and the Minister of 
th recently announced some important mochfica- 
The most important, and most rational, is that the 
^ --vear penod of grace for manufacturers mtroduemg 
product will no longer apply if the product owes 
^oiii^ to fresh research This restnenon should restram 
'^sxuberance of those producers who seize upon the 
^ work of others, or who merelv make mmor 
^istioas, extendmg to httle betrond packagmg or 
^ 2 r, of well-tned pharmacological combmanons The 

too, mat now enter mto direct price negonanons 
Ena ^hich produce drugs protected by patent rights 

sub)ects of a virtual monopoly, for these 
jj,. no competmve export price To quahfv for 

EbT^?°^ 25% of total output must be sent 

of th- ^^°“Sh 20% vriU be accepted if onlv one 
products IS exported m substantial 

the cost of the pharmaceutical sersice has not 
^ SEJsng up a much greater rate than other Health 
siani? pnce of other commodities—some 

Jtcm that too much is being made of an 

of '2°o of the total expenditure 

Service Certainls, the Hmchhffe Com- 
—— eclared that the communitv as a whole dented 
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tremendous benefits from the pharmaceutical service 
fin a n cially as well as m the rehef of sufiermg and the 
savmg of life and that it had rehet ed the pressure on ex¬ 
pensive hospital accommodation, and the committee urged 
the Minister to consider wavs and means of pubhasmg 
these facts m a tellmgwav Nevertheless, the sigmficance of 
the nsmg drug bill will remam hard to assess until we have 
more information about the proportion of the manufac¬ 
turers’ turnover that goes mto research, comparea with 
what IS spent on promotion, ad\ erusmg and distnbutioiL 
Aleanwhile manufacturers must expect theu lavish 
advertising outlaj to be widelv construed as adding too 
much to the drug bfiL 

HYPOPHYSECTOMY 

WiLiT we should hke to know about complete hvpo- 
phvsectomt is not onlv how to achies e it but whether its 
achievement is desirable Consideration of anatomt 
suggests that cuttmg the stalk at a low level and removmg 
the central portion of tne gland will abohsh all the normal 
blood-supplv to the pituitars but whether anv further 
destruction is necessarv is not \ et certain 

Notter ^ has treated 49 cases of mammarv cancer and 6 
other cases bv implantmg mto the pituitarv small spheres 
contaimng radioactive yttrium ('“Y) Radioacus e %'ttnum 
wras first implanted into the pimitarv seteral years 
ago = 

Bv Xotter’s technique 20-30 spheres each 12 mm m 
diameter and with a total acuvitv of 2 5-3 mC, are implanted 
mto tne pituitarv bv the nasal route w'th the aid of Riechert’s 
stereotaxic apparatus ’ ‘ and of screening with image mtensi- 
fiers (The operator with all possible precauuoas receives 
25 ntrad. per implantation on the face and hands j The 
half-hfe of the ytmum is 61 hours, the emission bemg 
almost pure ^-radianon witn a half-dose depth of 1 mm. 
Radioactive impunncs are neghgible The cluster of spheres 
gives 100,000 ran. at 3 mm from the surface—a dose whicn 
probablv )ust causes necrosis m the gland Surrounding 
structures are more sensinve, except the carotid artenes which 
are highlv resistant 

In 80% of the cases the pituitarv was completelv 
destro>ed The operative mortahu vras 9°o In some 
cases the chiasma, opne traces, and oculomotor nenes 
were damaged owing to misplacement of the spheres too 
high or too lateralis In IS cases rhinorrhcea ensued, m 
8 of these cases m enin gins developed, and, of these 8 
panents, 2 died (In the latter part of the senes the 
implantation channel was blocked with a screw, m order 
to reduce the nsk of rhmorrhosa ) Polvuna des eloped m 
49 cases 

No simple hormonal estimation distingmshed partial 
firom complete destruction, but complete destruction was 
associated with absence of gonadotrophms 1 month after 
implantation Fimcuonallv complete “ depression ” of 
the pituitary wras assumed if, m addition, the 24-hour 
radioiodine uptake was below 15°o at 1 month, and pro¬ 
tein-bound iodine below 4 ug per 100 ml at 3 months, 
after implantation No correlation could be detected 
between hormone treatment, hormone excrenon, or the 
ace of the panent on the one hand and rumour response on 
the other Complete destruenon of the pituitarv was 
apparentlv not essenaal for palhanon the pmntatv was 
probabh not completelv destroved m 4 out of 16 cases in 

1 ‘Soit- G 1059 si-ppl 

2. SctLcr^ 1950 U S33 

3 Rx-^sr T M 225 

4 Rj-^er* T Mcadigtr, F 105®* 3-4 p 20* 
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which the tumour regressed The pharyngeal hypophysis 
contamed differentiated eosinophil and chromophobe 
cells whenever the intrasellar gland had been damaged by 
irradiation, but when the gland remained intact, only 
undifferentiated embryomc cells were found 

Useful though these findings are, they do not answer 
two important questions namely, what is the least that 
needs to be done to the pituitary to secure the greatest 
possible climcal remission, and how can such remission 
be achieved most rehably and safely ^ 

H/EMAGGLUTINATION IN HEPATITIS 

The failure up to now to find a laboratory ammal 
susceptible to infection by the human hepauus virus or 
a culture medium m which the virus can be propagated 
has seriously hampered attempts to develop a speafic 
diagnostic test for this widespread disease The abihty of 
certam viruses to agglutinate avian and someumes other 
red blood-cells has, however, offered the possibihty of a 
simpler alternative During infection with a hamagglutm- 
atmg virus a positive agglutination test might be obtain¬ 
able with serum obtained durmg the stage of virasmia, 
while later in the course of the disease specific inhibitors 
might appear The success in detecting both these phases 
in monkeys infected with yellow fever ‘ has encouraged 
several workers to undertake a similar study of patients 
with mfective hepatius The results of three independent 
mvesugations agree broadly that in the acute phase of 
this disease h®maggluumns for the erythrocytes of day-old 
chicks are present m the serum of the majority of patients 

Smce the available evidence was msufficient to estabhsh 
definitely that the htemagglutinating activity was due to 
the presence of the virus. Havens® imdertook a further 
study of this question Because most human sera 
agglutmate to low titre the red cells of day-old chicks, no 
serum was accepted as positive unless its titre reached 
1 in 80 Titres of this level and above were again found 
m some 70% of 95 sera from patients in the early stages 
of acute viral hepautis, whereas similar titres were 
reached by only 9% of 108 sera from patients with chrome 
hepautis No positives were found among 20 pauents 
with haemolytic jaundice or 59 pauents with various forms 
of obstrucuve jaundice Of 104 sera from healthy persons 
4 just reached the diagnosuc utre 

Repeated tests showed that the aggluunaung utre rose 
for the first 10-12 days of the disease, then fell pro¬ 
gressively and was usually negauve by the end of 6 weeks 
At this ume, moreover, the serum mhibited the acuvity 
of posiuve sera Unfortunately, this cannot be taken as 
evidence for a specific anubody, as similar inhibitory 
acuvity IS found in sera both from pauents with extra- 
hepaUc bihary obstrucuon and from those with acute 
hepauus from which the aggluunaung factor has been 
previously absorbed by chick erythrocytes 

Further warmng that the aggluunaung acuvity of these 
sera is not necessarily due to the direct acUvity of the 
hepauus virus comes from Havens’ results with the blood 
of donors known to be capable of transmitting serum 
hepauus Of 19 such donors only 1 gave a posmve 
hsemaggluunauon test It must, however, be adrmtted 

1 Porterfield J S Tram R Soc trap Med Hyg 1954 48 261 

2 Morns J A Professional Report U S Army 406th Medical General 

Laboratory Tokyo 1957, p 223 

3 Havens W P, Jr New Engl J Med 1958 259, 1202 

4 McCollum R W Bech, V Isacson P Riordan, J T Amer J Med 

1959, 27 703 

5 Havens W P Jr Arch intern Med i960 106, 327 


that m several instances the donor was tested long after 
the blood for the suspect transfusion had been given, and 
the test serum had been deep-frozen for months or 
years—a procedure known to reduce the proporuon of 
posiuve tests The development of posiuve reacuons m 
the serum of 7 out of 10 volunteers who had received 
icterogemc material emphasises the close relauon of the 
presence of the virus to htemaggluunauon 


REABLEMENT AFTER A STROKE 


The increasing mcidence of cerebrovascular disease * 
has awakened mterest in its prevenuon and treatment 
This interest has been encouraged by the mtroducuon of 
angiography, whereby the site of strokes can be better 
identified,” and by the development of treatment by 
exurpauon of intracerebral clots,® surgical rehef of carotid 
stenosis,^ and adimmstrauon of anucoagulants 

Survivors from strokes are often disabled, and their 
reablement poses a considerable problem for the medical 
and social services This problem was discussed at a meet- 
mg convened in London on Dec 9 by the Chest and Heart 
Associauon for workers from voluntary orgamsauons The 
presence on the platform of a neurologist, a geriatrician, a 
physical-mediane speciahst, and a psychiatrist gave some 
inkling of the many branches of medicme mvolved All 
agreed on the need for early ambulaUon and for a vigorous 
approach to reablement, the pauent being encouraged to 
do things for himself from the outset One step taken 
alone does more for the morale of the pauent than ten 
taken with support from a physiotherapist For the best 
results doctors, nurses, physiotherapists, and occupauonal 
therapists must work as a team This demands careful 
coordinauon for mstance, if, owmg to shortage of staff 
and ume, the nurse does a thing for the pauent rather than 
supervise his doing it for himself, much good may be 
undone The services of the psychiatrist are not often 
sought, but lus experience in recogmsing mouvauon may 
often be of value, especially m relauon to the pauent’s 
relauves Independence, carefully fostered m hospital, 
may be lost when the pauent returns home, if he ivishes to 
ue his relauves securely to himself, or if they wish to 
expiate a guilt feeling towards him and his illness 

Too often the pauent who has had a stroke is regarded 
as mevitably unemployable It is true that many are 
already past the working period of their hves, but many 
others are not These are in general too old to justify 
traimng for a new job, but often their old job can be modi¬ 
fied to suit their disability the hemiplegic lacks a second 
“ holdmg ” hand, but effecuve jigs can often be devised as 
a subsutute But, though the quality of the hermplegic’s 
work may be ummpaired, his output is reduced Competi- 
uve industry cannot be expected to fill this gap, and there 
IS at present no social provision for it Nor, as the numbers 
of these pauents increase, are sheltered workshops or out¬ 
work a complete soluuon For many pauents they are a 
great boon, but the aim should be to get as many pauents 
as possible back into industry, in which they should be 
offered work adapted to their needs, and provided with a 
living wage At a larger conference planned for next year 
this growing problem will no doubt receive closer 
attention 
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PREVENTIVE GERIATRICS 
Opportunities of a Community Mental 
Health Service * 

Duncan Macmillan 
0 B E , M D , B Sc Edin , F R C P E , D Psych 
PHYSICIAN-SUPEMNTENDENTj MAPPERLEY HOSPITAL, 

MEDICAL OFFICER OF MENTAL HEALTH, NOTTINGHAM 

In out Nottingham mental-health service, special 
facihnes for elderly people were first provided as a matter 
of expediency Some ten years ago we reahsed that. 
Unless active steps were taken, the treatment umts and 
admission wards of the psychiatric hospital would be 
swamped by the rising flood of geriatric admissions, 
especially on the female side But the work was contmued 
and developed because it soon became clear that the 
mamtenance of these patients in the commvmity was also 
in their best interests, and that the family setang, not the 
hospital ward, was the best rmheu for them 
We can now offer our elderly psychiatric patients com- 
mumty care, jomt medical and social domicihary visits, 
outpatient services, a geriatric day-centre, day-hospital 
facihties, short-term mpatient treatment, and long-term 
hospital care From our experience of this mtegrated 
service some useful lessons have emerged 


REJECTION 

We see our patients at aU stages of the psychotic 
process—in the home as well as in hospital This has 
convinced us that the emouonal relation between the old 
person and his responsible relatives, friends, or neighbours 
and the rest of the commumty determines both the progress 
of the illness and the need for long-term admission to 
hospital 


When the old person hves m isolation, either psycho- 
ogical (because of lack of mterest, antagonism, self-pity, or 
resentment on the part of the relatives), or actual (because 
of sohtude), detenoration sets m Old people, particularly 
when their mental abihties are deterioraung, are emotion- 
3Uy dependent on the feehng that they are sull appreciated 
that their existence is of value If they still feel that 
cy are of use and of some service in the family or the 
community, deterioration and the development of semle 
psychosis advance slowly if at all Once this emotional hnk 
's ost, particularly if they reahse that they are “ rejected ”, 
senile psychosis develops rapidly 

% rejection ” I mean the relative’s determination to 
^e tee from what has become an mtolerable burden This 
iwlh ^ rnkes time to develop Many relatives at first 
old unquestionably accept responsibihty for an 

because of a sense of duty But as the months 
and the responsibility becomes more irksome, 

holid^^ ^^sPncuon of pleasures, soaal activities, and 
fgg, resented—usually subconsciously at first These 

mi I more rapidly as a rule if other people are 

_^ S , if children are bemg deprived of hohdays 

doin ^ grievance because other relauves are not 

roll ^ H share If this “ partial rejection ” is not 

cnsis^°’ rt crystalhses into “ complete rejecaon ” A 
latio Preapitated by some specific mcident or accumu- 
j—j r nf Hicidents —eg, anxiety over wandermg, sleep- 

® ‘'Cture to Canadian uni\ersit> psichiatric depart- 
m Match, I960 


lessness through nocturnal restlessness of the old person, 
or resentment over paranoidal accusations 

Once rejection is fully estabhshed, in my experience 
nothmg will alter it Neither short nor prolonged rehef 
through admission to hospital is of any avail The 
relatives are determined not to accept any further respon¬ 
sibihty, and will take extreme measures to avoid doing so 
In deciding whether to admit a patient to hospital, the 
relative’s attitude is more important than the duration of 
the psychosis or the severity of the symptoms Even m a 
severe senile psychosis, if the relative is wilhng to con- 
tmue to look after the patient at home, admission to 
hospital may not be necessary, yet it may be essenual m a 
slight psychosis if the patient is rejected by his relatives or 
the commumty 


HELP IN TIME 

If adequate and timely help is given, rejection can be 
halted But we must be prepared to intervene much 
earher than is customary 

For example, where there is an atmosphere of rejection, 
even if it is due to physical or social causes, we have found 
that if no action is taken the panent will deteriorate and may 
well develop psychiatric symptoms which will necessitate 
admission to one of our umts in a few months’ time Now 
when we meet a situation of this kmd we at once admit the 
patient to hospital for a time to prevent the rejection from 
growmg 

Often when we arrive at the home, we find that the atutude 
of the relatives has changed, and that admission to hospital 
IS no longer desired Previously we would have left, and made 
a note “ no acuon necessary ” Now we sit down in the home 
and discuss the situauon to see how we can give effecuve help 
and support Especially where there are children, lack of 
proper hohdays over several years often gradually causes 
rejecuon Either the old person is taken on holiday and rums 
the family’s pleasure, or it is felt to be less of a stram not to go, 
and no hoUday is tAen Often relief at holiday times is all 
that IS necessary to ensure willing acceptance of the responsi¬ 
bility of lookmg after the old person Vfe now have lists of 
holiday-relief admission dates for the summer months Often 
the relatives contact us about the dates months beforehand so 
that they may make hohday arrangements and bookings 

CONTRIBUTION OF THE DAY HOSPITAL 

Besides providing an mvaluable service for solitary old 
people and for those whose relatives have to go to work, 
the geriatric day-centre or day-hospital eases the strain 
in many famihes where parual rejection is occuring The 
day hospital is parucularly useful for pauents who improve 
with adnussion to hospital and relapse immediately on 
return home, to improve again m hospital, and deteriorate 
again on return home We now arrange for them to 
attend the day-centre from the hospital for the last tw-o or 
three days of their stay, and then to contmue to attend 
from home 

At the relaUves’ reunion meetmgs, held in the etemng 
at the day-centre, it is mteresung to see how the hves of 
four or five people may benefit by the attendance of one 
old person at the centre 

CONTINUING HELP 

As part of our scheme of short-term admissions we 
assure the relauves that on the patient’s discharge from 
hospital they are not expeaed to resume full responsibihty 
It is made clear to them that the hospital is prepared to 
readmit the panent if he relapses, m a family emergency, 
and at hohday nmes On their \isits the social workers 
encourage the family to refer their other problems to the 
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mental-health department and to call on its staff for help 
m need 

In the nunds of mostrelatives there is a conflict between 
duty and affection on the one hand and resentment of the 
stram and responsibihty on the other These conflictmg 
emotions vary m degree m different coimtries and m 
different soaal strata When admission is requested, there 
IS usually a strong sense of guilt at making a permanent 
deasion about hospital stay, and rehef is often expressed 
when admission is arranged for, say four weeks only, with 
the possibihty of a return home in the event of improve¬ 
ment The feehng is deepseated, and often used to be the 
subconscious reason for unfair criticisms of the care and 
treatment of the aged person m hospital. With support, 
the relauves will often prefer to contmue to accept a 
responsibihty which they had begun to find insupportable 
It IS very important that they should know that help is 
available m need It is the continuous long-drawn-out 
struggle without hope of alleviation which leads to rejec¬ 
tion 

PROPHYLAXIS 

Eventually ways and means wiU be found to prevent 
premamre impairment of tlie bram as an mtellectual 
apparams, and our knowledge of how to avoid pathological 
conditions of the cerebral vascular system will improve 
In the meantime there are many ways of preventing 
secondary emotional disabihties, which too often lead to 
semle psychosis and the major disabihties it bangs They 
are a practical form of prophylaxis, for we have found that 
the orgamc mtellectual deterioration is of mmor impor¬ 
tance, so long as the basic emotional needs of the old 
person are satisfied The aged need sympathetic com- 
pamonship, appreciation, and a feehng that they are 
wanted and of use Their emotional needs are not usually 
excessive so long as interpersonal relauonships are satis¬ 
factory, and the old person is usually satisfied with much 
less than the younger one But the mmimum necessary is 
not available to the old person hving alone—by this I mean 
in true isolation even from friends and neighbours 
It IS also not available when the old person is “ rejected ” 
and has to accept that he is no longer wanted Deprived 
of this rmmmal emotional fulfilment, the old person reacts 
emotionally by making excessive demands, and this leads 
to a further deterioration m interpersonal relationships 
Isolation supervenes, and psychotic syrpptoms of anu- 
social attitude or withdrawal begins 

The chief manifestations of what is called senile psy¬ 
chosis or semle dementia are not orgamc, they are an 
emotional response to unfulfilled basic emotional needs 
It IS not the orgamc memory impairment, but the restless¬ 
ness, the nocturnal wandermg, and the incontinence which 
brmg matters to a head The greater my experience of 
non-orgamc mcontmence is, the more I become convinced 
that It is an emotional reaction—a protest or an expression 
of unhappmess or dissatisfaction 

Over and over agam we have found that geriatric 
psychiatric conditions, which used to be regarded as whoUy 
orgamc and permanent and necessitating hospital admis¬ 
sion, are m fact partly orgamc and partly reactive, and 
that the reaenve symptoms are the more disabhng 

Observation over some years of the patients attending 
the day geriatric centre has shown that conditions diag¬ 
nosed m hospital as semle dementia gradually improved 
and the patients became re-sociahsed Often a diagnosis of 
semle psychosis, made accordmg to the usual criteria, has 


to be altered to that of a functional condition The func¬ 
tional state gradually becomes evident as the underlying 
cause of svmptoms which are superfiaally those of organic 
semle deterioration 

When the emotional needs of the old person have been 
unsatisfied for any length of time, senile social deteriora¬ 
tion with subsequent onset of semle psychosis begins 
The umc vanes with the mdividual and with the circum¬ 
stances of the withdrawal When two old people have 
been hvmg together as a httle isolated commumty of thdr 
own, and one dies, leaving the other m sohtude, we have 
found the period to be about 4-6 months When the 
isolation of the old person is more gradual and he has 
faced no gnef, the process is more gradual 

Paranoidal reactions are also often reactions to lonehness 
and ps> chological isolation In fohe-a-deux m geriatric 
psycluatry, the two people usually seem to find enough 
satisfaction m their jomt paranoidal system not to become 
more than a mild nuisance to the neighbours and other 
people agamst whom the ideas are being projected Most 
paranoidal old people can remam m the commumty ivith 
the help of the social services, social education, and 
reasonable tolerance on the part of all concerned The 
geriatric day-centre is of great value in enabhng them to 
readjust 

Physical needs are also important The daily meal at 
the day-centre and the regular diet of the short-stay 
geriatnc annexe together with treatment of physical 
disease can work wonders m changmg the psychiamc 
picture 

The atmosphere of the centre and of the inpatient 
annexes must be a group one, and the best number for a 
geriatric group seems to be 6-10 Until the group 
relationship had developed at our day-centre, the old 
people did not accept it, and persistently stopped commg 
on one pretext or another Once the group atmosphere 
was established, the w'hole picture changed—they were 
eager to comej and were disappomted when they could not 
If the centre was closed more than three or four days the 
contmmty broke, and the group reaction had to be built up 
agam For this reason the origmal arrangement of closing 
the centre at hohday-time for a week or two was discon- 
tmued, and the hohdays of the staff are now staggered A 
sympathetic and imderstandmg atmosphere with common 
actmues and a regular routine are the essenaal for the 
group relauonship 

We hope to expand our use of prophylactic measures 
through the day-centre and the day hospital but some 
measures have already proved useful 

Since we have found from experience that when one of two 
isolated old people dies, the other tends in a few months to 
develop a semle psychosis, the health visitors have been 
instructed to notify these cases so that the survivor may atten 
the day-centre From the wards of the general hospitals 
patients with physical illnesses and commencmg reactive 
psychiatric states are proposed for attendance at the centre 
General practitioners now often refer old people before actu 
psychotic symptoms have developed The old people are also 
beginmng to come themselves, and a few have called at e 
centre to request permission to attend, usually quite 
appropriately 

Instead of providing more and more residential accom¬ 
modation for old people it would surely be logical to 
provide more and more commumty services, day-centtes, 
and short-stay inpatients tmits, so as to give expert he p 
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, With potential psyduatnc illness as early as possible 
Ifiih this help old persons can often continue to In e at 
home, their relatives are reheved of undue strain and have 
their emotional conflicts resolved. A few psychiatric beds 
vfill be needed to give active short-term rehef as well as 
'ome for long-stay patients But by usmg commumty 
methods the pressure on psychiatric beds as well as on 
long-stay beds for physical illness and on residential 
acsormnodation, wiU be reheved 
The problems of old people m health, of old people with 
a physical illness or disabflity, and of old people with 
psychiatnc illness are so closely mterwoven that a jomt 
approach by the general hospitals, the psychiatnc services, 
the local-health-authonty services, the voluntary services 
and the residential and commumty resources of the local- 
cuihonty welfare service is necessary Our mtegrated 
mental-service m close assoaanon with the general hospital 
genatnc service and the welfare department of the local 
authonty largely achieves this, though closer cooperation 
with the voluntary services would be an advantage No 
tingle approach will cope with the problem, and con¬ 
certed action IS necessary, espeaally if we are to prevent 
as well as treat social breakdown m the elderly' 


THE THERAPEUTIC VALUE OF 
THE ROCKING CHAIR 

R. C Swan 
M B Lond 

GEXERAL PHACTtnOVER, SOKOSUDGE, OVTARIO* 

Among the phenomena of modem medical practice is 
the mcreasmg importance of genatncs As a result of 
ntany adtances, particularly m therapeutics, people now 
^ect to h% e longer than ever before and the once un¬ 
fashionable diseases of the old occupy the hmehght But 
wth thickemng artenal walls, nring muscles, thinnmg 
Mnes, and general wear and tear, man m his seventh age 
physically and mentally The great problem of 
^ d age IS stasis All situations which contribute to loss of 
reasonable activity or cause immobihsanon of elderly 
people are to be avoided The dangers of gomg to bed 
'e already been oflScially and eloquently descnbed 
ithout compihng an exhaustive catalogue, some of 
foUo™^^ '^tiunon effects of inactivity can be hsted as 

hwmrorOT- System 

wasting and atrophy from disuse, stiffioess of joints, 
defomuucs* and generalised ostco- 

i^T>sis from disuse 
^‘’T^tary Tract 

appeute leadmg to loss of weight, and to defiaenaes of 
etals and vitanuns, consapauon, and hernia 
Tract 

Cystitis and renal calcuh 
■Soiten: 

movement predisposmg to infections, hypostatic 
»and pulmonary congestion 

opoietic aniemia and purpura, due to defiaent diets 

venous congestion and stasis predisposing to 
* “yp^static ulcers, pressure sores m the bedridden, and 
cedema 

'f'VaJ State 

hypochondriasis, and psychoses _ 

London School of Hygiene Keppel Street, Lcnd03,W C 1 


In those countnes most concerned with the problems 
of an agemg population, vast sums are bemg spent on 
and m msntutions for tne care of the aged 

As a general practitioner m North America, howeter, 
I am struck by the excellent mental and phy'sical state of 
those who survey my entrance to their homes ftom a 
rockmg chair For the benefit of readers unfamihar wath 
North Amencan avihsaaon, it should be understood— 
Hollywood and glossv magazmes notwithstandmg—that 
m many urban and rural areas of Amenca people hv e m 
homes mainlv made of wood, with style and furmshmgs 
gmded by this medium Rockmg chairs are a famihar item 
m manv homes, and far more common than m Europe In 
ascertaimng the rockmg chair’s virtues various factors are 
mvolved 

It enables all but the most feeble to mdulge m limited exercise 
without regard to tune or weather, and m a dignified manner 

The activity imposed on forearm and calf muscles encourages 
venous return, and thus increases the cardiac output and circulation 
generally, and helps the absorption of dependent cedema 

The exercise itself promotes respirauon and discourages forma¬ 
tion of hypostatic pulmonarv congestion 

By promoting mov ement it stimulates muscle tone and encourages 
supple jomts 

Towards mght its repetitive and sedativ e effects encourage sleep 
The hypnouc effects of rockmg m infancy are well known, but us 
value m the aged is perhaps less reahsed 

“Rockmg , psjchoanalvtically speakmg, can be considered a 
socially acceptable and significant activity, encouraging the mdi- 
vidual to take part m home activities and to maintain mtegration 
with other members of the familv orde 

Statistics are difficult to obtam on this subject, and it 
may be that I am mistaken m my news But they ha\ e 
the merit of ongmal observations made on some forty 
famihes seen weekly m their homes m Northern Ontano, 
over an area the equal of Yorkshire In conclusion it is 
worth adding that the rockmg chair is cheap and easily 
obtamable, has no side-effects, is non-toxic, and needs no 
prescnption—other than the recommendation of a famil y 
doctor concerned with the health of his elderly patients 
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Scottish Vital Statistics 

Qvncer and diseases of the circulatory svstem both caused 
more deaths in Scotland m 1959 According to the Registrar 
General’s report, malignant neoplasms caused 11,032 deaths, 
this is eqmvalcnt to a death-rate of 212 per 100,000 The 
standardised death-rate from cancer for men rose from 186 m 
1931 to 251 m 1959, an mcrease of 35°oi while for women the 
corresponding rate fell bv S^o, from 182 to 168 In men 
deaths from cancer of the lung, larynx and buccal canty, and, 
to a lesser extent, kidney, bladder, and rectum, as well as from 
Hodgkm’s disease, preponderated, and m women deaths from 
cancer of the thyroid, mtestme, bihary passages, and Uver 
The mortahty from cancer of the respiratory sy stem was fiv e 
times higher m men than m w omen 

Circulatory disorders caused 23,530 deaths, 21,122 of these 
were ascribed to heart-disease, the majority bemg arterio¬ 
sclerotic or degeneram e lesions Deaths attributed to coronary 
thrombosis mcreased from 9923 m 1958 to 10,089 m 1959, 
6411 of these were of men and 3678 of women 
Deaths from all causes registered during 1959 totalled 
63,061, as agamst 62,065 m 1958, the rate per 1000 populanon 
was 12 1 (12 0 m 1958) There were 99,251 births (9°,4S1 m 
1958), the birth-rate bemg 19 12 per 1000 Maternal mortahty 
was the lowest ever recorded m Scotland—36, represcatmg a 
rate of 0 4 per 1000 live and snll births 

1 Annuli Repen of the Rcsi5.rar Go-t-al fc- SceJard 1959 No 105 
H.A1 Stiuonerj Offee 1960 Pp 465 25s 
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DIAGNOSTIC REASONING AND 
THE LOGOSCOPE 

F A Nash 
MRCS 

MEDICAL DIRLCrOR, SOOTH WEST LOVJDON MASS \-RAY SERVICE 

What happens m the physician’s mind when he is 
faced with a new case ? This will depend on lus experi¬ 
ence, on his book knowledge, on lus mental endowment, 
and on the occasion 

MODES or diagnosis 

Sometimes the patient’s story and the results of physical 
exammation may bring into action the subconscious 
process of immediate recogmtion of the disease Here 
the diagnosis is made m the same wav as we “ diagnose ” 
the identity of our friends—without conscious formulation 
of reasons but with a high degree of confidence and 
accuracy This capacity for recognition diagnosis is the 
mvaluable possession of the experienced doctor 

If immediate recognition diagnosis does not take place, 
we may recall descriptions—from books or from memories 
of practice—of several diseases that might fit our patient’s 
case This process is not usually a logical effort, but 
rehes on the storehouse of the memory to give out recollec¬ 
tions of cases that have something in common with the 
present one It is falUble More is missed through 
not recalling, and so not looking, than through not 
knowmg 

In other cases, we may take a main symptom or sign 
and, using it as an mtellectual straw to which to cling in 
a sea of memories and observations, review the diseases 
that could cause it Anotlier mode of approach would be 
to consider the possible causes of all the patient’s signs 
and symptoms But at this point there are two ways in 
which we could proceed Should we consider the 
possible causes of each of the patient’s symptoms and 
signs in turn, or would we do better (if we were able) to 
recall the diseases which could cause the whole group of 
signs, symptoms, and other findings ? 


them all By taking the attributes together, a powerful 
narrowing-down effect in the range of “ possibles ” is 
obtamed The aim is to increase the number of attributes 
in the description until the narrowmg-down effect has 
proceeded to a point of uniqueness m which an mdividual 
IS “ de-fined ”, disunguished, and differentiated from all 
the rest It may be found that tliere are msufficient 
grounds for narrowing the possibihues to 1 person 
because the necessary mamfestauons are lacking In that 
case, there will be several mdividuals possessing the 
combination of attributes If there are insufficient grounds 
for the diagnosis of a single man as the chief suspect, then 
the police will have to make further observations (on the 
short hst of “ possibles ”) to increase the narrowmg effect 
by obtaimng extra data In this example, be it noted, the 
police have to rely, unless they are very lucky, on findmg 
an individual who possesses a unique combination of 
non-umque (i e, shared) attnbutes Individuahty is a 
conglomeration of non-unique quahties, not a set of 
pathognomonic attnbutes 

A disease, like a person, may be regarded as a umque 
combination of non-unique (i e , shared) mamfestauons 
or attributes Pyrexia is shared among many diseases, 
even as black hair is shared among many indinduals 
The number of people who have black hair greatly 
exceeds the number of people each of whom has both 
black hair and a hook nose Similarly, the number of 
diseases in which pyrexia has been described greatly 
exceeds the number of diseases in which both pyretia 
and cough have been described Many diseases share the 
mamfestauon of pyrexia Many diseases share cough 
Fewer diseases share both 

Ideally, then, one should recall and review all the 
diseases which could cause the combination of signs and 
symptoms mamfested by the pauent—but how can we 
do this ’ We can look up the causes of smgle symptoms 
in certam textbooks but there is no index in any textbook 
giving the causes of individual combinations of signs and 
symptoms Inspiration is not enough Recall and review 
should be systematic, adequate, accurate, comprehensive, 
effortless, and instantaneous Diagnosis should, like 
justice, be demonstrable 


THE THEORY OF DESCRIPTION AND IDENTIFICATION 

To answer these questions, consider an analogous 
problem presented to the police when they wish to inter¬ 
view suspects about a crime Suppose that this is obvi¬ 
ously the work of a professional The pohee have an 
mdex describing all known criminals in the area They 
have a description of the wanted person “ Height over 
6 ft, age under 21, hook nose, black-haired, left-handed ” 

One approach would be to take a single attribute and 
to interrogate all those possessing it Perhaps the records 
show that there are 100 known crooks over 6 ft Should 
they all be carefully interviewed, and would this be 
adequate and economical? Surely it would be neither, 
for, taking another single attribute such as black hair, the 
pohee might find that there were 200 black-haired 
suspects, some over 6 ft tall, some not A clue to the most 
efficient approach is gained when we reahse that while 
50 men may be aged under 21, and 60 men may have 
hook noses, the number having both hook noses and 
aged under 21 (i e, individuals sharing these attributes) 
will be much less—perhaps half a dozen Furthermore, 
strange though it seems, the more attributes are con¬ 
sidered together, the fewer people will be found to possess 


DIAGNOSTIC reasoning 

The majority of signs and symptoms have perhaps 
half a dozen causes Others, however, may have fifty or 
a hundred These form a burden on the memory To 
review the possible causes of each symptom in relaoon 
to the patient’s illness is time-consuming Where a 
patient has two or more symptoms, each with a large 
number of causes, the task of logically selecting the 
diseases capable of causing the group of symptoms could 
not be done infalhbly without paper and pencil, and 
leisure Thus, the physician may need to solve a massive 
expression like 

If manifestation alpha (e g , a symptom or sign) has been described 
in diseases a, d, e, f, &c , to, e g , 50 items, and 

If manifestation beta has been described in diseases b, e, gj > 
&c , to, e g , 100 Items, and 

If manifestation theta has been described in diseases c, e, U > 
&c , to, e g , 70 items . j 

Then manifestations alpha, beta, and theta have been desc i 
in disease e, S.c 

This activity may be termed the conjugation of manifesta 
tions (Nash 1959) This procedure, used at the Jo 
Hopkins Hospital, is described by Harvey and Bordiey 
(1955) They hst the following “ steps in diagnosis 
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Fig 1—General \lc^\ of logoscopic slide-rule 


1 —Collecting the facts 

a Climcal history 
h Phjsical examination 
c Ancillary examinations 
d Observation of the course of the illness 

2 —Analysing the facts 

a Critically evaluate the collected data 
I Last reliable findmgs in order of apparent importance 
c Select one or preferably two or three central features 
d List diseases in which these central features are encountered 
e Reach final diagnosis by selecting from the listed diseases 
other (1) the single disease which best explains all the facts, or, if 
this IS not possible, (2) the several diseases, each of which best 
tsplains some of the facts 

/ Review all the evidence—^both positive and negative—with 
the final diagnosis in mind 

The process of conjugating the manifestations described 
earlier and advocated by Harvey and Bordley (1955) can 
be done with paper and pencil, but it may take up so 
much time as to become impracticable 

LOGOSCOPy AND THE LOGOSCOPE 

This work can now be done by a system called logo- 
scopy Xhis ig a method for data access (or recall), data 
association, and data display Its apphcations are not 
confined to medicme The system is based on the capa- 
bihties of an mstrument called the logoscope (from the 
Greek > 6 ^ 01 ;, meaning a thought, idea, or word, and 
to regard or view) The device, currently, is 
shde-rule form (fig 1) It is a panoramic combination 
wdes to textbook data it is therefore a supplement to 
ooks In prmciple it is a mechamcal table with numerous 
Vertical columns which are removable to allow the 


signs and svmptoms been described ’>” *■ 
The physician should carefully “ think 
his way ” dowm the information shown 
on the face of the rule, and consider its 
possible beanng on the patient’s case 
Used in this way, the rule suggests extra 
questions in history-takmg, and indicates 
what to look for m further physical exammauon Thought 
is focused on relevant possibilities 

Metaphorically, the device can be desenbed as a 
diagnostic bus or street-car, not as a diagnostic taxicab 
The user must reahse that it will often take him some¬ 
where near his diagnostic destination, and so save him 
much effort, but he will not usually be tal,en from door 
to door 

One must disrmss any preconceptions that the logo- 
scope IS a sort of medical Aladdin’s lamp w’hich, when 
rubbed, gives the user the diagnosis Nevertheless, it 
helps diagnostic thinking to become more methodical, 
systematic, comprehensive, and demonstrative Although 
the mstrument will greatly assist and potentiate the user’s 
reasomng, it is not a substitute for textbooks, knowledge, 
experience, chmeal acumen, or the abihtv to take a proper 
history and examine the patient The possession of 
uncommon sense and discrimination remains an essential 
quahfication for the diagnostician 

In passing, we may note that standard textbooks give 
the differential diagnosis of each disease However, 
when one does not know which disease the patient has, 
one wants the differential diagnostic possibihties of the 
group of signs and symptoms that particular patient 
manifests This is obtamable by logoscopy 

The mark iii rule has a repertoire of over 700 milhon 
different combinations, each with its owm panorama, 
showmg the patterns of possible cause 

The data for programming the strips are compiled 
from standard textbooks 

THE LOGOGRAM 


roanipulauon at will of any chosen groups of (usually) 
^alitative data Each vertical column is labelled with 
name of an attribute—m medicine with the name 
° a sign or symptom These columns (called sign and 
symptom strips) are stored m alphabetical order m the 
vack of the rule 


Operai 


Aon and hiterpretation 
Down Its nghthand face is a reference mdex of disease 
®| 6 gones (337) If a smgle sign or symptom strip is 
“Uy mserted mto the rule’s face, it will be seen that the 
ace of the strip has its own spectrum or pattern 
j^^^verse hnes There is a Ime at the level of 
les which that sign or symptom has been 


sicn strips (1 e , an individual combination of 

of th syniptoms) are mserted together mto the face 
hnet there two or more of the spectral 

comade so that it looks as if a smgle straight 
jjjg °^^3l hne has been drawn across several or all of 
haie^E*^^ This means that these symptoms (or signs) 
scale desenbed m the adjacent disease on the mdex 


disea^^ of the rule now shows m panorama the various 

S'liiDi^* ^ "hich some or all of the mserted signs and 
described In doing so, it displays 
Don “ diagnostic field and answers the basic ques¬ 

ts what diseases has this mdividual combination of 


By simple document-copying eqmpment, one can make 
a logoscopic record or photogram of the differential 
diagnostic situation shown on the logoscope at different 
times durmg the progress of a case This allow'S svstem- 
atic analysis of the changmg data at intervals durmg an 
illness The logograms can be filed m the patient’s 
casepaper By preparing logograms of typical modes of 
presentation of each disease one can compare them with 
other diseases and note and think over differences and 

resemblances f _____ 

• Generally one s patient may be assumed to be sufferinc from a 
condition (or from conditions) in which his sjmptoms ha\c 
been described Our first question, therefore, must be In 
what diseases has this combination of manifestations been 
described’ The present logoscope begins and ends here 
It obtains its extraordinarilj powerful narrowing-down effect 
b\ considering the possible causes of combinations or conjuga¬ 
tions of manifestations On some occasions this mode of 
na^ro^Mng be suffiaent alone When it is not sufficient of 
itself either further data must be obtained, or a personal 
ludg^ent used to differentiate between the possibles’ 
remaining after the conjugation of manifestations The rule 
takes no account of the frequence with which a manifestation 
occurs in a particular disease, nor of the frequence with which 
a particular disease occurs in a population, nor of the ‘ impor¬ 
tance m diagnosis of a manifestation in a particular disease 
t A dee ice, as eet unconstruced, eehich might be cnlled a contralogo- 
scope would allow sidc-be-side comparison between diseases 
In that instrument the remoe able strips ee ould represent diseases 
and the category reference index eeould consist of a list of 
qualitatiee and quantitatiee manifestations 
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ILLUSTRATIVE CASES 

I 

A middlc-agcd mm complams of abdommal pain of colicky 
type and headache, both of some weeks’ duration He also 
complains of recent constipation He has noticed lately that 
his gmns bleed at times The physical examination suggests 
anmmia, and there is a slow pulse There are no other abnormal 
findmgs 

Suppose that in this case the physician finds himself 
unable to make an immediate “ recognition diagnosis ” 
How will he proceed ? At the moment he docs not know 
whether there is sufficient or insufficient data for a single 
provisional diagnosis His textbooks show him 94 
diseases in which coheky pain can occur, 63 diseases m 
which constipation has been described, 95 in which 
headache can occur, 53 conditions in which slow pulse has 
been described, 85 in which anccmia may occur, and 36 
in which bleeding gums have been described He knows 
that there is probably at least one common factor which 
he must seek Without an inspired guess, this common 
factor could only be found by a tabulation, using paper 
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Fie 2—Part of logoCTom of case of plumbism> showing n complete 
line against no 325 only 


and penal, but this would take a great deal of his time 
(He could think his way down the list of causes of 
bleeding gums, which is the shortest hst of the six, havmg 
only 36 hkely causes, but this is risky because a single 
symptom may be irrelevant) He wants to know the 
answer to the question “ In what diseases have these 
signs and symptoms been described ? ” The logoscope 
shows that headache, cohe, anaiima, bleedmg gums, 
bradycardia, and constipation have been described m 
no 325, plumbism Further mterrogauon of the patient 
reveals that he has spent a lot of time recently cleanmg 
out sludge from aviation petrol tanks This sludge con- 
tarns lead compounds Confirmauon of the diagnosis is 
made by estimating the lead content of the patient’s urme 
Other investigations are negative Fig 2 shows part of 




I p t 111 mo I (Cl or t l« «t*l) 

1 Pi < »c» 

I P 1I71 c t I 

. P piK U * bbjt 

' P piK I ptrf 

r p to 

I At pt io«i t ( I Hd boTM) 

• C I flp P 7 I «»« 

p I cm itmlrKi 

Pfio 01 (• « 

A lio il It 11 
I A t opbi r I illbi «» 

. Aicitl A Colo Cl < 

, S bpb t < lb etti 
Spl < 0 lot 1 1 f ct 
I Split p« or lorirt 
1 Sp I dcoit cdi 

I S pp I ♦ I I A ' 

T b < I Iroc < I 


MS Abo i« I I f o Mt 
Mi f(tep<( |(t( ± r pt 

117 C i pNC 

Ml C»om I pb« 
lit Cr Obit A Pvt p 
120 Hrd otpb 01 
111 N ph I 
122 Nrpb »d mit 
122 Ntph HI tt ml 

124 Pt pb pb < iti 


Pig 3—Port of logogram of case of regional ileitis 
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Its logogram of this case There is 011 I 5 one complete 
Las m the whole panorama—agamst plumbism no 325 
It 1 ' important to note that m this case the logoscope 
reteali that there are m fact sufhaent grounds for a 
nngle diagnons At other tunes it will usefoUt demon- 
'trt'e that there are msufnaent grounds on the face of 
ih“ mformanon mserted, for a smgle diagnosis^ smce 
ice combmanon of symptoms and signs is compatible 
nh"several diseases Although the “prunarv differentia’ 
shown on the rule mat themsehes be insuffiaent to 
n-xrow the differential diagnostic field to a smgle disease 
doctor wdl frequentlv be able to do tins bj takmg 
CiO account the ‘ secondary differentia ”—^tlie otner 
■cKcts of the case not comprehended by the logoscope 
Even then, of courscj m some cases he will see that he has 
isniSaent grounds for a diagnosis and tliat he must 
nnhe further observanons 



n 

Fig 3 shows part of the logogram maae of a case from the 
recent Trancatlannc Chnicopathological Conference on gastro- 
enterologt (195Q) The patient i*; an IS-vear-old girl with a 
4 years’ histow of dads cohcht abdominal pam often accom- 
pamed b> vormtmg A t ear ago, altematmg coasUpatioa and 
oiarrhcea ae\ eloped. There is an iron-defiaenct aammia The 
stools show the presence of occult blood 

Thmfcing our wa% down the logogram (fig 3) we see 
that the combmanon of signs and symptoms has been 
descnbed m the typhoid dssenten group no 29, but 
clearh this wiU not do because the history is too long 
Farther down we see that there is a complete hne across 
the strips agamst regional ileins no 103, and another 
agamst no 105—rectal and colomc carcmoma The 
histon IS too long for the latter and the panent rather 
young The primary differenna (those comprehended 
by the rule) and the secondary differentia (those aspects 
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of the case not inserted into the rule) are compatible with 
the diagnosis of regional ileitis Lower down, at category 
119, we see what is called a group-posmve under the group 
title gynaecological, obstetrical, and puerperal This 
means only that the combmation of manifestations has 
been described m the group of diseases comprehended 
under this headmg It is up to the physician to recall 
whether there is one disease m the group, which would 
sausfy the combmation of signs and symptoms, or 
whether they are scattered smgly among several diseases 
mcluded under the group headmg 


m 

Fig 4 shows part of the admission-logogram of a man, aged 
35, the mam findings bemg general abdommal pam and fever 
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Fig 6—Part of logogram of the same case* four wcehs after 
adnussion 


of apparently a fortmght’s durauon, and the presence, on 
admission, of an mtense eosmophiha The logogram at this 
stage shows mne three-lme possibihues (five of which are 
shown m fig 4) 

Fig 5 shows part of a logogram taken two weeks later when 
the fever has settled, but diarrhoea has appeared The logogram 
now shows two three-lme possibilities—namely, no 52 
schistosomiasis and no 112 ulcerauve colms The absence of 
occult blood m the stool makes cohtis unlikely 

Fig 6 shows part of a logogram made after a further two 
weeks —1 e , a month after admission New manifestations are 
enlargement of the spleen and the appearance of fine wide¬ 
spread shadows m the lung-fields On this logogram there is 
only one five-lme possibihty—namely, schistosomiasis J By 
this time, of course, the suspect diagnosis has been confirmed 
by the recovery of the schistosoma eggs from the faices of this 
man who had recently returned from Rhodesia 

There is an aspect of diagnosis that may be called 
classificatory diagnosis This is the allocation of a 
patient (as a result of enumeration and evaluauon of 
attributes) to a disease A disease is a class contammg 
similar mdividual cases of illness described by a general¬ 
ised accoimt In no case will the patient have all the 
described symptoms of any of the textbook diseases, 
because they are collective descriptions The mdividual 
case presents usually but a tattered fragment of the full¬ 
blown composite picture of the disease described m the 
textbook Diagnosis has to be made from mcompkte 
descriptions Logoscopy is an aid to classificatory diag¬ 
nosis, be It nosological, pathological, or physiological, 
dependmg on the mode of programimng the logoscopes 
Another aspect of diagnosis, which may be called mdivi¬ 
dual diagnosis, is concerned with the determination of all 
the mdividual—i e, unclassifiable—aspects of a case, 
smee It must never be forgotten that each case is, in many 
aspects, umque These aspects, as well as the shared 
aspects of illnesses, must, of course, always be taken mto 
account in medical management 

I am grateful to Dr J G Tomkins for preparing the illustrations 
used in this paper as well as for his very valuable assistance in 
programming the mark in logoscope Thanks are due to Miss E 
Rolls for secretarial aid, to Miss V Farrow, and to the staff of the 
South West London Mass X-ray service for their cooperation, 
especially that of Miss A Taylor and Mr E Uztups 
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J An omission in programming the diarrhoia strip has deprived 
tuberculosis (no 34) of a complete line The lesson here is 
during the think down ” be ready to check the progrataming 
for omissions Even the collective material from half a dozen 
textbooks used for programming contains numerous obvious 
omissions 

" society has made a great invention for the purposes of 
communication, but it is very rarely used in scientific meetings 
This invention is conversation I like sometimes to contrast 
a conversation with a speech In a speech the primary 
purpose of the speaker is not communication His primary 
purpose IS to hear himself say what he has planned to say 
m our usual efforts to communicate we tend to give too muc 
attention to our transrmttmg sets and too little attention ® ® 

other fellows’ receiving sets ”— frank fremont-smith m 
Central Nervous System and Behavior Transactions of 
Third Conference, Josiah Macy, Jr , Foundation, p H hiev 
York, 1960 
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This mav not be a moral story, btn it has a moral My faend 
the pathologist hies m St Bosolph’s Crescent, which is part 
of a sedate suburb Here is to be found a comfortmg sameness 
It IS a land of Vavcihalls and Morrises and Fords, no one differ¬ 
ing from another by more than a foot m length or £200 m price, 
and all drawn up m decent Ime around the Crescent Hitherto, 
perhaps the most disturbmg element m this httle commumtv 
has been mv friend him s elf, for he is a record (Amer disc) 
addia, and he prefers/orr- to piap-tsstmo 
At lunch the other daj he revealed that he had “ gone 
'tereophomc ” ‘ You should hear the Brandenburg,” he said, 

“vou sit there surrounded bv a sea of sound ” And so, I 
suggested, did the neighbours Not a bit of it, he rephed, for 
the house on one side was occupied bv an elderlj deaf couple, 
and that on the other side bv two hospitable young ladies who 
iteren’t all that qmet themselves But soon he mi^t has e less 
accommodatmg neighbours on that side, for, if the St Bosolph’s 
Residents’ Assoaation had its wav, the young ladies would be 
encted. No, it wasn’t the noise or anvthmg like that mdeed, 
thev were for the most part model residents, pleasant and 
companionable, with a readv word for all who cared to pass the 
time of day The real trouble was the Cadillacs These voung 
women’s visitors drove nothmg less than a Cadillac or its 
^^uiwlent, and the sight most morrungs of one of these 
monsters outside the house had deeply disturbed the status 
Knse of the owners of the Vaushalls, the Morrises, and the 
For^, and had roused the S B R. A 
Xow my friend holds that, how et er justified the Assoaanon’s 
^mpted action, it is bemg undertaken for a base reason, and 
s tLs found a neat way of dissociatmg him self from it It 
naopens that quite often one of these voung ladies dni es her 
own car (to be seen at other times m the West End) past the 
^Mon as my friend emerges to trudge home m the e\ enmg 
or some time past, friendly soul that she is, she has stopped 
'V^'^^^^Ter she has spotted him , to offer a lift Night after 
^^t he has refused, and mght after mght, cheerfully unsnub- 
Toung lads has renewed her offer Now that the 
has swung mto action, the car bowls round the 
cent most evemngs and discharges two passengers—^the 
ung lady, who enters her house, and m\ friend who, bnef- 
m hand, enters his 

r ^ fecnd is unperturbed by the possibihty of counter-action 
^■ithe S3 R.A , but I have an uneasy feehng that before long 
^diacent houses mav be to let m St Bosolph’s Crescent. 


a generation now I have been consulted bv student: 
jj the^ haow how best to plan the defeat of the exammer; 
to av I frave net er known w hat general adncK 

a m my ignorance I beheved that even man i; 

tucceei^'^'^’ itttist adopt mdindual methods m order tc 
tioa ^ friend of mine who is takmg a degree m educa- 

j Provided me with the solution which was soletnnli 
at th-°^ ^ mentors “ Orgamse your knowledgf 

level ” I has e been te llin g this slogan to all ms 
ttoo'can Tear, with the offer of a small prize to anvbodv 
thns* what the advice means, and a further prize tc 

0 can tell me how to follow it. 


W * * * 

tather busy at the time when Dick, our jumor 

^etooth ^ premolars out on one side and an 

plate th-°^ other Young Rogerson fixed him up with a 
F-s Eum' ilie thmg thd not fit too well when 

<lemE Anvwas, he could not get used to 

c, a:^°E^ flavour of bacon and eggs on his hard 

PUsaace, the raspberry jam were a confounded 

M v' denture spent most of its tune m Dicks 
'’■P'S th-■whistled a bit without it, but middle age 
tone deaf^ life’s compensations waih the same high- 

that makes television more bearable He kept 


mea n i n g to go back to Rogerson’s surgery to get the plate 
adjusted, but, as I said, the practice was rather busy just then 
He stuck the thing m for cosmetic effect whenei er he remem¬ 
bered, and whipped it out at meal-tunes It had a httle red 
box when it first came, but the two were seldom together 
Dick was far too busy to bother with boxes He was workmg 
his way unimpeded through a glutmous steak-and-ladnei pud- 
dmg last mght when the telephone rang It was Mrs Prrmslade 
gomg mto labour with her first so off Dick w ent to do his stuff 

The Pnmslades w ere known to be a snckv lot thev should 
have been pnvate patients You know the sort Marcna 
Pnmslade had emotions as taut as her penneum There was 
nothing to do but wait until thev both relaxed Dick ran his 
stethoscope o\er her heart more to fill in time than anythmg 
else The fragrance of talcum powder was ncklmg his nose 
he pulled out his handkercduef and stifled a sneeze, ivithout 
anyone to say bless him, and then retired to sit down on the 
stool by the dressmg-table His eve fell on the tnple mirror 
three Marcias were hftmg some objects from their bosoms, 
pokmg SIX thumbs mto three mouths m a ven strange way 
He turned back to the bed There was no doubt about it 
Mrs Pnmslade was WTCsthng desperately to get her top den¬ 
tures m Dick felt a wa\ e of sympathy he walked o\ er to the 
mantelpiece to gaze tactfully at somethmg safe But next to 
the French clock was a glass tumbler, half full of water, with 
a small upper denture m it He felt round his mouth with his 
tongue, he felt round the gap m his teeth, he felt round the 
handkerchief m his trouser pocket The truth was only too 
obvious Marcia was m tears Dick earned the tumbler to the 
bedside, and without another word the exchange was made 
Mrs Pnmslade was dehvered m silence 'We hate one less 
femily on our parmetship hst 

• • • 

When the chief said we were to get blood-alcohols on 
eierv patient who had been mvolved, howeier, innocently, m 
a road accident, I thought it was an mterestmg idea, but I lost 
some of mv enthusiasm, and some of m> faith m our lab’s 
dextentv m the estimation of blood-alcohol when the highest 
level we got was from an e min ently sober Nonconformist 
mini ster who was knocked off his bicycle on his wav from one 
chapel to another I was quite alarmed at the thought that some 
legal issue might depend on one of our blood-alcohol let els 
when one man whose permission I asked to draw blood for 
the estimation said, “ Sure, take it and let me know the answ er 
If there’s none there. I’ll sue the pub ’ 

• • • 

STANZAS OK S\TISFACTOR'i STOMATA 
Oft, when m reflective mood, I muse 
Upon the freakish desnnv that leads a man to choose 
To spend his hfe (so transient, upon a world so wide) 

Thus poised, retractor-laden, bv a sleepmg panent’s side 
And often while I meditate, there complements m\ dreams 
The soft and qmet confluence of unobstruaed streams 

Or e’er the duodenum, with its rat elled loops unloosed. 

Is qmte rekmt, mv ret enes come home to roost 
And thoughts, aforetime lost and stratmg far afield. 

Are sweetly brought cessanon as mt sober masters ttaeld 

The needle—for I know that soon those seams 

Will guard the qmet confluence of unobstructed streams 

And sure, there is contentment for a surgeon au -bred 
(Who carries eter fantasies of rural England m his head) 

To see on etert ttorkmg-dat enacted all afresh 
The garden-makers’ miracle—but not m soil, m flesh— 

Where httle ducts are nvulets and the duodenum seems 
A place of qmet confluence of unobstructed streams 

And so ms nund is east and m\ features bear a smile 
■When folk discuss the gastric jmee, th- mucus and the bfle. 
The pancreanc ferments and the pepsm and the acid— 

Theu complaisant mtennixtme seems 'o intimate and plaad 
That I lose this fertile muon of unp-omismg cxtrerics. 

This confluence, this Commonwealth o'"unobstructed streams 
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of the case not inserted into the rule) are compatible with 
the diagnosis of regional ileitis Lower down, at category 
119, we see what is called a group-positive under the group 
title gynaecological, obstetrical, and puerperal This 
means only that the combmation of manifestations has 
been described m the group of diseases comprehended 
under this headmg It is up to the physician to recall 
whether there is one disease m the group, which would 
satisfy the combination of signs and symptoms, or 
whether they are scattered smgly among several diseases 
included under the group headmg 

m 


Fig 4 shows part of the admission-logogram of a man, aged 



Fig 6—Part of logogram of the same case, four weeks after 
admission 


of apparently a fortmght’s duration, and the presence, on 
admission, of an intense eosmophiha The logogram at this 
stage shows nme three-lme possibilities (five of which are 
shown m fig 4) 

Fig 5 shows part of a logogram taken two weeks later when 
the fever has settled, but diarrhoea has appeared The logogram 
now shows two three-lme possibilities—namely, no 52 
schistosomiasis and no 112 ulcerauve cohus The absence of 
occult blood in the stool makes cohtis unlikely 

Fig 6 shows part of a logogram made after a further two 
weeks —1 e , a month after admission New manifestations ate 
enlargement of the spleen and the appearance of fine wide¬ 
spread shadows in the lung-fields On this logogram there is 
only one fivc-lme possibihty—namely, schistosomiasis J By 
this umc, of course, the suspect diagnosis has been confirmed 
by the recovery of the sclustosoma eggs from the faices of this 
man who had recently returned from Rhodesia 

There is an aspect of diagnosis that may be called 
classificatory diagnosis This is the allocation of a 
patient (as a result of enumeration and evaluation of 
attributes) to a disease A disease is a class containing 
similar individual cases of illness described by a general¬ 
ised account In no case will the patient have all the 
described symptoms of any of the textbook diseases, 
because they are collective descripuons The mdividual 
case presents usually but a tattered fragment of the full¬ 
blown composite picture of the disease described m the 
textbook Diagnosis has to be made from vtcompkte 
descriptions Logoscopy is an aid to classificatory diag¬ 
nosis, be It nosological, pathological, or physiological, 
depending on the mode of programmmg the logoscopes 
Another aspect of diagnosis, which may be called mdivi¬ 
dual diagnosis, is concerned with the determination of all 
the mdividual—i e, unclassifiable—aspects of a case, 
since It must never be forgotten that each case is, in many 
aspects, umque These aspects, as well as the shared 
aspects of illnesses, must, of course, always be taken into 
account in medical management 

I am grateful to Dr J G Tomkins for preparing the illustrations 
used m this paper as well ns for his very valuable assistance in 
programming the mark iii logoscope Thanks are due to Miss E 
Rolls for secretarial aid, to Miss V Farrow, and to the staff of the 
South West London Mass X-ray service for their cooperation, 
especially that of Miss A Taylor and Mr E Uztups 
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J An omission in programming the diarrhoea strip has depriv^ 
tuberculosis (no 34) of a complete line The lesson here is 
during the think down be ready to check the prograintning 
for omissions Even the collective material from half a dozen 
textbooks used for programming contains numerous obviou 
omissions _ 

“ society has made a great invention for the purposes of 
communication, but it is very rarely used in scientific meetings 
This invention is conversation I like sometimes to contras 
a conversation with a speech In a speech the primary 
purpose of the speaker is not communication His prima y 
purpose IS to hear himself say what he has planned to say 
in our usual efforts to communicate we tend to give too 
attention to our transmitting sets and too little attention 
other fellows’ receiving sets ”— frank fremont-smith 
Central Nervous System and Behavior Transactions 
Third Conference, Josiah Macy, Jr , Foundation, p N 
York, 1960 
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200 |ig per g Ca the release of 70 (xg of strontmin must be 
accompaiued by 350 mg Ca and 175 mg P This 100 [ig of 
strontium is then eliminated partly by the renal cycle of 
ffltrauoa and reabsorpaon and partly by the intestme where a 
sunilat process of filtration and reabsorption may be postulated 
If strontium entered the upper mtestme with calcium by 
ultrafiltrationj a process of reabsorption with preferential 
selection of calcium could lead to the observed enrichment of 
stroauum m the final faecal discharge Many species of 
animals, notably ruminants, discharge their alkalme earths by 
the gut rather than the kidney, and experimental studies m rats 
mdicate that labelled strontium enters the gut, particularly the 
)e)unum, from the plasma What has to be acceptable is the 
tremendous throughput of flmd both ways across the gut wall 
Thus the minimal figures suggest in the human mfant a dietary 
mtake of some 400 ml per day and a recydmg of 4000 ml 
across the gut wall If the process is not limited to breast-fed 
infants and the same assumptions are made for bottle-fed, the 
foUowmg figures emerge 


h 

Ditt (a) 
Recycled* (b) 
Total (a)+(6) 
Out 

Faces (c) 
chorbed 

W+(6)-(£) 


Breast fed 
Sr Ca P 
(dg)(mg) (mg) 


124 

280 

404 


49 54 


67 5 
140 
207 5 

75 


35 350 200 


jr/C jabsorbed <a+ b—A OlOxlO-* 
Sr;Ca(fl+i) 0 21x10-' 

absorbed (a+b-e) 1 75 


-=0 9 


Bottle fed (a) 

Bottle fed (b) 

Sr 

Ca 

P 

Sr 

Ca 

P 

(tig ) (mg ) (mg ) 

(tig) (mg ) (mg ) 

122 

470 

360 

252 

470 

360 

56 

280 

140 

56 

280 

140 

178 

750 

500 

308 

750 

500 

84 

185 

61 

66 

185 

61 

94 

565 

439 

242 

565 

439 


0 17 X 10-* 

0 24X10-’" 

0 43x10-'.., 
0 41X10-*—^ 


13 

1 5” 

0 87 

1 3 
16 

=0 87 



CaP(«+W 19 
•4000ml at7mg Ca, 1 4(ig, Sr,3 5mg Pper 100ml 
It would seem that the maximum discrimmation in 
intestinal absorption of the breast-fed mfant is about 
Mold It may be less m the bottle-fed but, as there is no 
2 ck of phosphate with this nurture, calaum-phosphate 
I °ver may not be as large as postulated However, low 
F ues of discrimmation for the immature have been 
c^nstrated by Comar ^ m calves 
fhis extraordinary phenomenon of the breast-fed 
^ ant s burgling its bones for their phosphate, it would 
“ni, still allows growth and a positive calcium balance 
onl'*^ refornung bone mmeral should be depleted not 
fo ^ but m phosphate and presumably there- 

F 2 nch in other amons Presumably such behaviour is 
a e possible only'^ by the umqueness of the infant’s 
Potenualm bone-turnover 

Research 
cU Rachobxological 

g«8Carch Unit, „ , 

HarweU Berks JOHN F LotniT 


mutations and 

SEX-LINKED THROMBOCYTOPENIA 

investigations of a patient with the Aldrich 
tion pomaded with the pubhcation of your aimota- 
On this fascinating disease 

fiiTomhn ^ 8 -year-old Jewish boy, has had severe 
Ha has ( 20,000 platelets per c mm) smee birth 

asthma moderately severe eczematoid dermanus, severe 
staphvW*”° Trequent episodes of pneumoma as well as 
fath° b mfections He has one normal older sister 
^ hay-fever but is otherwise normal, as is the 
m both ° brother A careful search of the pedigree 

special reference to maternal relatives, 
instances of early death due to bleeding or 

foinili on the importance of a positive 

p---— m this syndrome All cases compiled by Gordon * 


a ,^‘^Sical n H m Progress m Nuclear Energy, Bio- 

2 h’-w l.P 175 Oxford 1956 


^hicn. R n P 1074 

R- -rlrch Dll Chidh 1960 35 259 


died durmg childhood The disease, therefore, may be con¬ 
sidered as genetically lethal The population frequency of a 
lethal sex-linked recessive disease is deternuned by the balance 
established by gene loss due to death of affected males and 
new mutations With complete lethahty, one-third of all male 
cases of a sex-linked recessive lethal condition should be due 
to new mutations and therefore be truly sporadic A further 
third of cases on the average will be due to mutations m the 
X chromosomes of either grandparent If the mutant daughter 
has only few sons, as m our case, a “ pseudosporadic ” case can 
easily result From these considerations one would expect 
that approximately 50% of all cases with the Aldrich syndrome 
would not give a positive family history 


The separation of sporadic from pseudosporadic cases 
is important for genetic prognosis, smee patient’s sisters 
cannot be carriers m truly sporadic cases while their chance 
of being carriers will still be 50% m the pseudosporadic 
cases In' the absence of laboratory techmques for carrier 
detection, one must therefore keep m imnd that sisters of 
isolated cases may pass on the disease 

May I call attention to a report by Wiskott,® who 
described three brothers with thrombocytopemc haemor¬ 
rhage, lack of resistance to infection, and eczema Death 
occurred at 18 months, 4 months, and 8 months 
Four sisters were normal, as were the parents and an 
Unstated number of ancestors Presumably this report 
represents the first account of this unusual condition 


University of Washington, 
Seattle, Washington 


Arno G Motulsky 


GONADAL DYSGENESIS (TURNER’S SYI4DROME) 
WITH MALE PHENOTYPE AND XO 
CHROMOSOMAL CONSTITUTION 


Sir,—^W e were mterested to read the article by Dr 
Bloise and others (Nov 12) We will not comment on 
the apmess of the term “Turner’s syndrome” m this 
situauon, but we should like to suggest a possible 
explanation for the findings m this case, after commentmg 
on the authors’ use of the term “ male phenotype ” 


The detailed presentauon of this case leaves no doubt 
about the presence of mtersexuahty The only feature com- 
pauble with a male phenotype is the abnormal tesns-hke 
gonad (and, perhaps, the phallus) The position of the gonads, 
the presence of uterus and tubes, and the complete separanon 
of vagma and perineal urethra are typical of the female The 
only correct designanon of the phenotype, therefore, is 
“ mtersex ” 

In view of our recent publicauon of a case of true herma- 
phrodinsm with mosaicism of the XY/XO type,® ’ as well as 
the desenpuon of two surular adult pauents with XY/XO 
mosaicism by one of us,® we suggest that if skin and peripheral 
blood are studied, evidence for such mosaicism may be 
found m this mdividual, most of whose anatormcal abnormali¬ 
ties were quite similar to those found m the three cases we 
have studied Two of our cases were true hermaphrodites, one 
of whom had almost no ovarian ussue but abundant testicular 
ussue The third case had few seminiferous tubules m streak 
gonads and could be considered as a variant of Turner’s 
syndrome or of true hermaphrodiusm 

A remterpretation of the results fotmd m several other 
reported cases of true hermaphrodiusm is necessary if we 
are to retam confidence m at least one of the impressions 
gained from recent work on human chromosomes—i e, 
that a Y chromosome is a prerequisite for the formauon of 
tesucular ussue We do not have evidence supporting such 
a re-mterpretauon, m fact, one of us (O J M, un- 


Afsehr Ktnderhexlk 1937 68 212 - , , , 

Hirschhom K Decker,W L.Coopcr.H L Lcnccr Aug 6 19W p 319 
Hirschhom K Decker W L, Cooper, H L An-Enel J Med 1960 
263 1044 , , 

Miller O J (to be published) 
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RETIREMENT OF 
MEDICAL RESEARCH-WORKERS 

Sir, —The problem posed by “ Aged 60 " (Dec 17) of 
what medical research-workers can do when they retire 
obviously affects all evperimental research-workers who 
require more or less elaborate laboratory or hospital 
faahties as the tools of their trade Few in these days arc 
likely to have accumulated sufiiaent funds to eqmp 
private laboratories An mcreasing proportion will have 
worked until retirement for organisaDons or msotutions 
which have httle fle\ibihty (because of their regulations 
or lack of space) for permittmg people to work after 
reaching retiring-age The more a research-worker’s hfe 
and interests have been absorbed in his researches, the 
harder is hkely to be the impact of abrupt retirement 

The registration scheme proposed by your corres¬ 
pondent might be practicable and helpful Another 
additional suggestion might be worth considermg A 
proporuon of those who have spent a good many years m 
research are likely to have considerable experience in 
writing and editmg saentific papers, and a reasonable 
grasp of current work in their own and related fields 
Might they not be invited to assist in the detailed editorial 
work of scientific journals, which takes time and effort 
sometimes grudged by younger colleagues who are still in 
a position to do bench work? This already happens 
to a certain extent, but it would not be fair to expect that 
many newly reared persons should undertake such 
editorial duties unless they can be paid for doing so 
Rearement pensions are seldom so generous that some 
additional earnmgs are not more tlian merely welcome 
Scicnafic journals, however, are seldom m a posiuon to 
pay their editors anything more than nominal sums, 
imless these journals have large circulauons The 
suggesaon is that grants for editorial assistance be made 
to scienafic socieaes which produce journals, and that 
these be used for part-ame or full-ame employment of 
reared persons The annual medical examinaaon pro¬ 
posed by your correspondent would, of course, be 
necessary Since I have sail some twenty years to go I can 
sign my name m full 

London. NW 7 J H HUMPHREY 


PREMEDICATION WITH ATROPINE 


Sir,—D r Murphy (Dec 10) expresses the view that for 
tonsillectomy, especially by the guillotine method, an 
adequate preoperaave dose of atropme by mjccaon is of 
supreme importance 

When tonsillectomy is performed by the guiUoane 
method, I feel there is no need to give any premedicaaon 
at all, provided anaisthesia is produced by non-imtatmg 
inhalaaonal agents and the child is correctly approached 
Ideal operaong condiaons can be provided by a combina- 
aon of nitrous oxide, oxygen, and mimmal halothane 
Inducuon is rapid, relaxation of the jaw and pharynx is 
good, anoxia is avoided, the trachea-bronchial tree 
relaxes, secreaons are inhibited, and recovery of acave 
reflexes is rapid without laryngeal spasm or cardiac 
arrhythmia In this operaaon, good team-work between 
anaistheast, surgeon, and nursing staff is, of course, of 
prime importance 


Department of Anicstheiics, 
Royal Infirmary, Aberdeen 


W N Rollason 


ABSORPTION, EXCRETION AND RETENTION 
OF STRONTIUM BY BREAST-FED 
AND BOTTLE-FED BABIES 


Sir, —When such widespread mterest has been elicited 
on the hazards of stronaum 90, it is surprismg to me that 
no comment has been forthconung from this country 
(except on an error m draftmg) or from abroad, about the 
sigmficance to be attached to the findmgs of Dr Wid- 
dowson and her co-workers reported m your issue of 
Oct 29 They themselves idenafied the important role of 
an adequate intake of phosphate in determuung the reten- 
aon of stronaum by the newborn In the past others have 
concentrated on the relauve distribuaons of stronaum and 
calcium In this connecaon much could be deduced from 
the data given m this paper 
Mammals, man and experimental ammals, do discmninate 
in some physiological processes between calcium and stron¬ 
aum—notably when the two ions pass across cellular barriers, 
possibly by active transport In il instances so far the data 
are to be interpreted that calcium passes more freely than 
stronaum Thus m absorpaon from the gut, sccreuon by the 
mammary gland, and passage across the placenta, calcimn is 
favoured Stronaum is excreted preferenually by the kidney, 
but the interpretation in this case is selecnve tubular reabsorp- 
aon of calcium from the glomerular ulaa-filtrate 

The overall discnminauon under eqmlibrium condiuons 
between diet and deposit m bone is mainly a produn of 
alimentary and renal discrimmanons 

Widdowson et al in their table n give the followmg mean 
figures for intake, urine, and faces of the breast-fed and uvo 
groups of bottle-fed babies 


Iniakelday ExcriMnjday 

Group Unnt , ■, 

Sr (ug ) Co (mg) Sr (ag ) Co (mg ) Sr (ag ) Co (mg) 
Breostfed 8 35 7 14 5 3 14^ 15 4 

Bottle fed i 35\ ,33 2\ ,4 52 8 

Bottle fed 11 72/ 2/ ^ * 19/ 


2 } 2 } 

None can be considered to be m a state of equilibrium, they 
are in fact m a state of transiuon and the breast-fed infants are 
m negative balance for stronaum though posiave for calcium 
Nevertheless, it is not unfair to look at individual physiological 
processes in a spcculaave fashion 
Renal dtsenininanon —It is important to know whether the 
immature kidney of the infant can discriminate in the same 
qualitaavc fashion as the adult’s Although data on the values 
of stronaum and calcium m plasma were not given the ratio 
Sr/Ca should not have been far removed from 0 2 mg Sr per 
g Ca since the average value in bone of the newborn, which is in 
equilibrium with plasma, is about 0 2 x 10“’ accordmg to 
numerous analyses by Bryant et al ’ The raaos 


Sr/Cn urine 
SryCn plasma 

therefore range from about 13 to 4 According to the simplest 
model of glomerular filtration and tubular reabsorption this 
indicates substanaal discriimnation m the mfant’s kidney 

Jntcstmal discrtmwauon —^The usual formula for evaluaung 
this phenomenon is 

Sr/Ca absorbed ^ Ingested Sr—Ftccal Sr / Ingested Sr 
Sr/Ca diet ™ Ingested Ca—Ftecal Ca' Ingested Ca 
but the applicaaon of this would, because of the disequilibrium, 
give negative values for breast-fed infants and 0 5 and 1 2 for 
the two bottle-fed groups 

To explain this Widdowson et al invoke secretion of stron¬ 
aum by the intesane, but preferenaal secreaon of stronaum 
relative to calcium would be against discrimmatory behaviour 
ns we know it so far 

To account for the total excreaon of some 100 [ig of stron¬ 
aum per day from a standard breast-fed infant of 3 5 kg, one 
must, taking the limitmg case, assume that all of the 28 pg 
dietary strontium is absorbed and some 70 jig of stronau 
mobilised from the bone From bone with a concentrauon 0 

1 Bryant, F J Personal communicotion Sec M R C Monitoring Rcpotl 
Senes no 1 H M Stationery Ofltce, 1960 
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dv'^omc-dvsbnetic svndrome is temporanlj under the control 
of me iviU, It IS also svmptomaticall} reliet ed bj barbiturates 
for a while, and effectiiely controlled b\ antiparkinsonian 
ejcnts such as orphenadmie, the drug which at our present 
'tage of mquirv w e prefer Anahistaniirucs, tvith but slender 
<uitioarkinsonian activity, are of less \alue 
(4) Dr Barker and Dr Kerr has e thrown up mans, interest¬ 
ing talking-pomts, but as the tolerance hmits of the casualty- 
oScers with whom we are concerned must be fast approaching 
we Will conclude with a feyy brief pomts akathi'^ia or dejected 
2?3theacmema, may immediately antecede dvstoma-dy skinesia 
if a history can be got, the dystomc-dyskmenc, because of his 
pcouhar psvchic state, is less distressed than the casualty- 
officer, the patient looks more ill than he is, “ spasm of the 
glottis ” has not been reported, nor heard of by any of us m 
personal communications, many phenothiazmes haye an 
adrenaline-reversal effect, the patient is hkely to escape from 
his predicament by the simple expedient of syy allowing an 
orphenadnne tablet 


Htm on Hospital 
Do Chester 


R H Bo-jidmam 
Alex Fullertox 
Max Bethell 
Stella Covray 


PULMONARY HYPERTENSION 
Sir, If I say to Dr Pappworth (Dec 17) “censorious”, 
P Will hear m less than a second many more than fiye 
so^ds, and with practice he could report on them 
inmndually If I say to him “ LlaeUitv ” he mat not be 
20 e to identify as many Similarly he may, like many of 
find the language of the heart difficult or thmk it 
nonsensical, but he cannot reasonably object that the 
onuiber of signals per second is too high for the ear of the 
espen 

This IS not of course to deny the importance of that 
^htence on the fundamental which Dr Pappyyorth 
hares with the censors of the Royal College of Phy siaans 
to the great benefit of many 

T n Hughes-Dastes 


2 ^ Why should Dr Pappyvorth be so mcredu- 
nm Watches tick at 5 per second and most 

pie can distmgmsh the five neks without any difficulty 

^ doctor’s abihtv to hear and identify 
apT) correctly is to compare his opmion with an 

Phonocardiogram, not by his abihty to pass the 
'houlJ ^ ’^ht sausfies Dr Pappworth, he 

uia accept the opmion of Dr T F Goodwin, rn CP 

lunoid Green, 

sunci C M Fletcher 


Unusual reaction to oxi tetracycline 

the admimstranon of oxy-tetracy chne yye 
^ry ed the folloyvmg pecuhar reacnon 

thromKn^ ® ^ admitted to hospital yyith coronary 

treated yyith hepann, nicoumalone (‘ Sintrom’, 
daj^’P^tucilhn,andstreptomycmfor8days Onthel2th 
sternum fncuon developed,with seyerepam behmdthe 

pulse-rate 88, blood- 
oxvgen 1 Hg Acute pencardius yy as diagnosed and 

''Ws gw e Sn en through a tiun nasal catheter Tie patient 

intray enous dnp infusion of oxvtecracy cline (terra- 
crvsr 1 tu 500 ml physiological sahne) The solution 
'^ghtU b'U golden y elloyy After the first few drops a 

anrt apparent at the sides of tlie root of the 

^'Ibrady pauent became pa!e,sw eated profusely, and 

P4sc ^and psy cliomotor restlessness The 
ihc •'^Palpable The infusion was promptly stopped 
h* siofelt suffocated After more oxygen yvas gisen 
rccoyered The cposide lasted about 10 minutes 


Intravenous infusion of the same drug m other panents had 
no such effect 

The bitter taste imght sen e as a signal that a similar reacnon 
yvas unrmnent 

K Gefferth 

Budapest. Z PaP 


“THEY N’E\’ER TELI LOU ANTfTHING 


Sm,—I wnte to commiserate yvith Mr Wmdo (Dec 17) 
in his rotten luck m encountering the onlv ward sister m 
the kingdom with msuffiaent “ responsibihty to impart 
some land of information ” about sick relam es In his 
own hospital bv mght and day, he yyrll often haye seen 
these splendid ivomen talkmg, yvith kmdness and tact, to 
relam es about their loy ed ones 

I am glad to learn that the thoughtful tradition of the 
medical staff being employed elsewhere than the wards 
dnnng visitmg-hoiirs persists m the hospital m question 

Only a yen httle miQauve is necessary to loosen the 
gossamer “ shackles of silence ” Were any of the foUow- 
mg simple measures used > 

(1) Was the w ard-sister a';} ed to arrange an appomunent 
with one of the resident staff dunng the nsit^ They work 
quite long hours and are available at all hours of the day and 
mght, and at all yveekends 

(2) Was the consultant, registrar, or houseman m charge 
asked for informanon by telephone or letter ’ 

(3) Was the patient’s own general pracunoner contacted ’ 
If he did nov knoyy the full facts, I am sure he yy ould have most 
wilhngly found out 


Aldeburgb, 

SuffoU. 


JoHx Stevens 


Sm,—I cannot alloyy Mr Windo’s letter to pass 
without comment 

Mv mother, also aged 80, underwent a major operauon 
three weeks ago A few days after the operauon I took the 
trouble to find out yyhen the consultant surgeon would be 
ayailable, and I saw him the next dav after his ward round 
He kiadlv gave up a quarter of an hour of his time to giv e me 
the full details of my mother’s condition mcluding aiuology, 
diagnosis, treatment, and (\yithm limits) prognosis, though 
like Mr Wmdo I am a lavman 

Nobody could hay e been more courteous or helpful and on 
other occasions when I nsited the hospital I frequently say\ 
the house-surgeon who was always informatiye and friendly 
It takes all sorts to make a world 

London W C 1 ^ STENT 


NEW IDEAS ON EPDDEAHC \TRUS INTECTIONS 
Sir, —If you care to refer to your issue of Noy 18, 
1922, I think vou yvill agree that to one student, so far 
as the nrus of influenza is concerned, the obsenations 
reported m your leadmg article of Koy 19 should haye 
been neither surpnsmg nor imexpected 

You deyoted a column to an annotation on Unorthodox 
Views on Influenza summarising an article of mme m 
the Glasgow Medical Journal of Oaober, 1922 The 
annotation is headed by a quotauon from the adyice giien 
by the Mmistn of Health in ns report on tlie pandemic 
of 1918 

At the fir't feeling of iUnc<':, or ri'^e of temperature, it is the 
private and public duty of the pauent to go to bed at once, to remain 
at rest and in yyaimth 

Lookmg back I do not thmk that the adiicc led to any great 
increase m the death-rate it was based on that of the Rotal 
College of Physicians and was simph \oianq popular beliefs, 
personal mclmauon, and the usual p-acucc of the profess on 
In my own neighbourhood I knew of the death of one patient 
yyho haa calico in another docor 1 saw to it that the ysindo vs 


! 
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published) has ilso found a typical feimk karyotype in 
three chrormtin-positivc true hermaphrodites Neverthe- 
Icssj It IS possible, and from our viewpoint probable, 
that some of these patients will exhibit XXY/XX 
mosaicism when more than one tissue is studied We do 
not, of course, mean to imply that abnormal chromo¬ 
some numbeis, or other chromosomal abnormalities, can 
account for all the abnormalities of sex differentiation 


Department of Medicine, 
New ^ork Uniscrsiiy 
Medical Center 


Dcpirtmcnt of Ob‘itetric‘? 
and GNnccolopv 

Columbia Unncrsity College of 
Plubicnm and Surgeons 


Kurt Hirschhorn 
Herbert L Cooper 


Orlando J Miller 


CHROMOSOMES IN THE STURGE-WEBER 
SYNDROME 


Sir, —Mr Hajwvard and Dr Bower (Oct 15) described 
trisomv in the 22nd pair of chromosomes in a case of the 
Sturge-Weber syndrome, and we therefore examined 
cvtogenctically two patients with this syndrome, a girl 
of 17 and a young man of 18 Both had earlier been 
thoroughly investigated clinically 

We studied the chromosomes of leucocytes from 
circulatmg blood, using a slight modification of the 
technique described by Himgcrford ct al' In the first 
case wc got a large number of mitoses of good quality, 
W'hich permitted chromosome counting and thorough 
pairing In the second case wc got 5 mitoses which allowed 
counting only In both cases the number of cliromosomcs 
was 46 and in the first case the idiogram was normal 
Thus, though trisomy of no 22 has been reported in 
the Sturge-Weber syndrome, apparently it is not always 
present Tins is as you surmised m your leading article of 
Nov 12 


Pcdiatnc Department nnd Institutes of 
Histology and Social Medicine^ 
University of Gothenburg 
S\\cden 


O Lehmann 
H Forssman 


EXAMPLE OF XY/XO MOSAICISM 

Sir,—H irschhorn and lus colleagues - briefly described 
their findings in a case of true hermaphroditism The 
patient was a three-month-old infant with a phallus, 
vagina, hypospadias, and an ovotestis Analysis of the 
chromosome complement of cells grown from bone- 
marrow indicated XY/XO mosaicism 

We should hke to report a second example of presumed 
XY/XO mosaicism 

A 55-year-old “ woman ” presented with a psychosomatic 
disorder of the left upper limb A history of primary amcnor- 
rhaa stimulated investigation of sex-chromatin state and 
karyotype 

She seemed to be well below average intelligence She was 
short, rather plump, and had a short neck Her breasts were 
poorly developed, her chest broad, and her hips narrow 
A right paramedian scar was present on her lower abdomen 
Axillary and pubic hair were present and of female distri- 
buuon The external gcnitaha were of female type The cli¬ 
toris w as fairly long but the vagmal introitus was small A small 
cervix could be felt rectally 

Well-defined sex-chromatm bodies could not be detected in 
buccal mucosa preparations No nuclear appendages of female 
type were noted m 510 polymorphonuclear leucocytes exam¬ 
ined Leucocytes derived from peripheral blood were cultured 
for three days and prepared for chromosome analysis The 
chromosomes in 100 suitable cells were counted 58 cells con¬ 
tained 46 chromosomes and 41 contained 45 chromosomes In 

1 Hungerford, D A , Donnelly, A J , Nowell, PC, Beck, S Afner J 

hum Geriee 1959 11,215 

2 Hirschhorn, K , Decker, \V H , Cooper H L Lattcet, Aug 6, 1960, 

p 319 


20 cells, 10 with 46 chromosomes and 10 with 45 chromosomes, 
the chromosomes were analysed m detail In each of the 10 
cells containing 46 chromosomes 5 small acrocentric chromo¬ 
somes were present and the chromosome complement was not 
demonstrably different from that observed m normal males 
In each of the cells containing 45 chromosomes only 4 small 
acroccntrics were noted The acrocentric missing from the 
cell with 45 chromosomes is presumed to be the Y chromo¬ 
some and the patient an XY/XO mosaic 
Thirty-three years ago a laparotomy was performed to deter¬ 
mine the cause of persistent lower abdominal pain At that 
umc It was noted that there was evidence of chrome pcKic 
inflammation, of uncertain xuology, a very small uterus and 
a small ovary on the left side No gonad could be idenu- 
fied on the right side Sections of the left gonad were not 
taken 


A more complete description of the findings in this pvtient will be 
reported htcr 

Tlic research reported here is part of a programme supported b> 
a grant from the Medical Rescardi Council 
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Unnersii, of ShefTicId, 
and Rosnl Infirmorv, 
Sheffield 


C E Blank 
Audrey Bishop 
J P Caley 


MUSSEL POISONING 

Sir, —Dr Gcmmill and Dr Manderson described a 
case of mussel poisonmg in your issue of Aug 6 

Wc ourselves process mussels and finally vacuum-pack 
in jars containing a 4% spirit vinegar solution, and vve are 
naturally anxious to know whether the bacteria concerned 
can survive the processing of cooking for 10 minutes at 
180°F and final packaging m spirit vinegar 

J E Bozman 

Hull Director, Maconochic Kippers Ltd 


OVERDOSE or TRIFLUOPERAZINE 
Sir, —The letter by Dr Barker and Dr Kerr (Dec 10) 
illustrates liow tragically tlie sub-disciplines within the 
discipline of medicine are diverging as specialisation 
necessarily develops 

The extrapyramidal phcnothiazine syndrome, which 
evidently appears as a devastating experience to a casualty- 
officer, IS part of the bread-and-butter of a psychiatric 


nurse 

In view of the effort in their letter to enlighten casualty- 
officers who may meet this condition, there are a few 
observations of our own vvluch we feel we could profitably 
add 

(1) Unequivocal cxtiapyram'idal signs can arise with a 
trifluoperazine intake as low as 6 mg a day, and a dystonic- 
dyskmctic syndrome at least as well developed as that described 
may be seen on a dosage of 20 mg a day This presentation is 
therefore not necessarily a prelude to death 

(2) It does not seem to us that death was possible with a dose 
of 140 mg In acute experiments in rats, trifluoperazine has 
about a quarter of the toxicity of chlorpromazine, and its oral 
L D IS 1150 mg per kg ' If man is comparable, the L d ,0 of 
a 10-stone specimen would be of the order of 70,000 mg 

Rudy ct al speakmg of man, said “ dosage did not 
exceed 30 mgm 4 times a day ”, and do not imply that at 
120 mg a day, m a chronic study with a cumulative drug, 
tlicy are approaching toxic levels , 

(3) Caffeine benzoate was formerly advocated by Freyhan 
to counter extrapyramidal symptoms, but has not been generally 
used for at least two years, having been superseded by other 


agents , 

As Dr Barker and Dr Kerr so perti nently observe, m 

1 Tcdcschi D H , Spcnccr J N , Mneko, E , Tcdeschi, R E . 

C A , McLean, R A , FlanoRan, T , Cook, L , Mattis P A , Ecuows, 
E J frt Trifluoperazine p 29 Bhi/adcJphia 1958 

2 Rudy L H , Himwich, H E , Costa, E , Rinaldi, F tbtd p loJ 

3 Trcyhan, F A tbul p 203 
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At the hearing before the Disciplinary Committee he had 
argued that the need eMsted for an authontauve book on 
cosmetic surgerj, and he wished to adduce m evidence p 392 
of the Bntish Medical Journal of Aug 6, 1955, to show the 
attitude of the B M A to this branch of surgerj He also 
wished to base one of his grounds of appeal on the fact that the 
d cision to erase his name was unreasonable It was \erv 
strange, concluded Dr Gardmer, that he should be the only 
doaor who had been found to have advertised bv wnung a 
book. 

Mr Peter Boydell, who appeared for the General 
Medical Council, said that Dr Gardiner had not showm 
that the new evidence was not available at the heanng 
before the Disciphnary Committee or that it w ould have 
had, or been likely to have had, a determining influence 
on the deasion The proposed evidence went solely to 
the standard to be apphed by the Disaphnary Committee 

Lord TucatER, after consultation, adjourned the pention 
to be dealt with by the Board on the hearing of the 
appeal 


Gai^ r z General Medical Council —Judicial Committee of the Privy 
Tucker, Lord Denning Lord Moms o'" Borth i Gest 
c ^ ,5? Counsel and Soliators The peuuoner in person (Henri 

» Imoa & Co ), Peter Bo}dell {Waterhouse & Co ) 

ChiAKLEs Clayton 
Hamster at-Law 


hon-communication Widow’s Appeal Dismissed. 

A butcher was boning a rump of beef when the knife 
shpped and caused a wound in his abdomen 

A telephone call for a doctor and ambulance was sent to a 
hospital with no resident medical staff A general 
P’^cunoner, Dr R , happened to be there when the message 
Md at once arranged for a bed to be held at a nearby 
S"neral hospital He then went to the man’s place of work, 
®ae a qvuck examination of the wound, and had him sent to 
hospital where he exaimned the wound more care- 
r ‘^“‘^luded, wrongly as it prov ed, that though the 
fascia had been cut the wound had not penetrated the 
I^toneum, accordingly he had the wound stitched up and 
the man home, telhng him that he thought it was only a 
''ound, but givmg him emphatic mstrucnons to see his 
and evenmg and tell his doctor what had happened 

^ t^tine Dr R then cancelled the bed at the 

E«eral hospital 

^en man’s own doaor. Dr M , called that evemng. 
Dr ^ nausea had developed The man told 

‘“hospital” had said that the wound was 
^racial ”, but Dr M, not appreaanng that the hospital 
his u hospital or the status and role of Dr R , exaimned 
Settle?* diagnosed a digestive disorder During the 
hospital man’s condinon daenorated and he died in 

tJu,., operation A postmortem exammanon disclosed 
Wound had penetrated the small mtestine 
Uj. "’idow brought proceedings for neghgence agamst 
®essa ground, mter aha, of failure to send a written 

jjj 1 ?^ or otherwise communicate directly wnth 

op th ^®P°rt the history of the accident, the condition 
extern the steps taken to mvestigate the 

Possib ^trire of the mjurj or to warn him of the 
eavTtv wound had p enetrated to the ab dommal 

ground i ^ judge held Dr R negligent on that 
^ectlv b failure to commumcate wnth Dr M 

h9050 ri ^ ^^^®PLone or letter, and he awarded the widow 
®^owedt^j^^^ Court of Appeal, by a majority, 

Hom^ T appeal = The widow appealed to the 

ot Lords 

disnu!. j Keith and Lord Devntng dissenting, 

fae appeal 

1 SteLcr.,: 1953 u lllS 

2 ihd 1959 u 955 


Lord Keith of Avonholm said that the paaent feU 
between two stools due chiefly to failure of commumcaDon 

Some commumcauon from Dr R to Dr M was essenual 
There was some commumcation, and the patient himself was 
made the medium of that commumcation The quesuon was 
Was that commumcation adequate andifnot was Dr R respon¬ 
sible for the madequacy and did his failure amount to 
neghgence ’ In his Lordship’s vuew Dr R should have foreseen 
that the panent’s doaor, whoever he was, not havmg all the 
informatioa that he. Dr R had, rmgnt not aa as Dr R himself 
would have aaed, and mdeed that the message which he sent 
would tend to mislead rather than otherwise That it did tend 
to mislead Dr M w as clear from his ev idence of how he treated 
the patient on the mght m question A doaor vv ho was expeaed 
to look after a patient with an abdoimnal wound, which had 
already been diagnosed and treated by another doaor who had 
deaded that the mjury did not reqmre ope’-ative or observa¬ 
tional treatment m a hospital, should be put m possession of 
informaaon as to what had been observed and done by the first 
doaor Otherwise the paaent was depnv ed of the full skill, 
knowledge, and aid m diagnosis that the second doaor could 
apply to his case 

His Lordship hardly regarded this as a medical quesuon 
at all In his view this non-communication amounted to 
neghgence m law, and it was scarcely m the category of 
professional neghgence Dr R deserv’ed great aedit for 
the steps he took to deal with this unfortunate case, he did 
what he tliought best in every way for the paaent But he 
did not foresee what the results would be of sendmg the 
paaent home with such an encouragmg message What 
was foreseeable was that the paaent’s medical adviser 
would be handicapped by lack of all the informaaon that 
Dr R himself bad obtamed The result was the delay m 
sendmg him to hospital for operaaon His Lordship 
would allow the appeal 

Lord Goddard, dismissmg the appeal, said it was clear 
that m acong as he did Dr R was actuated firstly by his 
opmion that the wound was superficial but also by his 
view that it was necessary for the paaent to be kept under 
observanon For what other reason had he been so 
msistent that the paaent’s own doaor should be called m 
and advised as to what had happened and had been done ’ 
Their Lordships knew now that unhappily Dr R’s 
diagnosis was wrong, but he had been acqmtted of anv 
neghgence m for min g that diagnosis No doaor was to 
be held hable for a mistake if he had used the degree of 
care expeaed of him and aaed m accordance with 
recognised pracace 

His Lordship could not see that Dr R m any way misled 
Dr M If he had written or spoken directly to his fellow 
praennoner his Lordship doubted whether he would have told 
him more than that after observanon and probing he had 
formed the opmion that there was no penetranon, though he 
might have added “ He needs watchmg ’ , but that he might 
well assume Dr M would understand without bemg told 
His Lordship was not savmg that Dr M must be considered 
neghgent, it would be wTong to do so as he was no party to the 
acuon But his Lordship protested against the vaew that if 
either of these two gentlemen was not neghgent the other must 
have been The finding of neghgence agamst Dr R should be 
reversed ^ 

But his Lordship could not agree that if m the Court of 
Appeal Lord Jusuce Romer had meant to sav that if a 
doaor charged wath negligence could find two other 
doaors to say tliat they would have aaed as he did that of 
Itself enutled him to a v erdia, if there was evidence the 
other wav His Lordship preferred to think that what 
Lord Jusace Romer meant was that if there were two 
recognised schools of thought on a subjea one could not 
be neghgent He would dismiss the appeal 


\ 
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were kept operi) and I heard that the first words of my col¬ 
league when he entered the sick-room were " Shut those 
damned wmdows ” 

I commented m my article on the difficulties a young man 
had to face m fightmg the advice of such a high authority 
May I add a postscript, now 1 am retiring? In the article 
I reported the case of a w'ell-known young man who had 
heliotrope cyanosis, red-current-jelly sputum, and was deliri¬ 
ous when I first saw him A tarpaulm was spread over his bed 
to protect It from the sleet and snow blowing m at the opened 
windows He died in 1954 of a coronary thrombosis A few 
days after his death a pauent recalled the incident and said, 
“ Believe me, doctor. Jack’s recovery made you, for the whole 
of Boothtown was watchmg ” 

The observation of the Dutch workers is the probable 
explanation of my rule in regard to prognosis ’ 

Boothtown, Halifax A GaRVIE 


Medicine and the Law 


A Hospital Board’s Responsibility 
A man was knocked dmvn by a lorry in January, 1954, 
and seriously injured, necessitaung his admission to 
hospital and an operation for surgical toilet later the same 
day 

He was antesthetised with an explosive mixture of oxygen, 
mtrous oxide, and cyclopropane While he was on the operating- 
table It became necessary to deepen anxsthesia, and the 
antestheust decided to change from an open to a closed 
anastheuc circuit For this purpose he had to remove the 
termmal metal cylmder of the breathmg-tube from a metal 
orifice on the amesthetics trolley As he did so a spark, caused 
by a static electrical charge on the apparatus, ignited the 
antesthetic and an explosion took place As a result of the 
blast, the man, whose lungs had been full of the gas, died 
about 1*/ hours later 

His widow brought an acuon claimmg damages for 
neghgence agamst the employers of the driver of the lorry, 
the antesthetist, and the regional hospital board, all of 
whom demed these charges 

Mr Justice Pilcher said that the man would have 
recovered had it not been for the explosion The driver of 
the lorry had not been neghgent and hence his employers 
were not liable The question was whether the anies- 
thetist and the board had taken proper steps to guard 
against the risk of a spark bemg produced, havmg regard 
to the state of medical knowledge at the time 

The Mimstry of Health had for some time before 1954 
interested themselves in this hazard, and had issued a number 
of circulars on the subject The anaesthetist had a general 
knowledge of static electricity and had read the circulars 
The semor consultant anaesthetist to the hospital board, who 
for these purposes represented them, was also well aware of 
the risk 1 he consultant had m fact ordered anti-static rubber 
tubmg for the breathmg apparatus, which would have pre¬ 
vented the spark, and it had been delivered at the hospital 
nearly two months before the explosion, but had never been 
fitted, neither the anxsthetist nor the consultant viewed it with 
much favour, because the rubber was stiff, and for this reason 
It was decided to defer fittmg it 

As early as 1947 an authoritauve textbook on anesthesia, 
deahng with the risk of sparks, recommended that the relative 
hunudity of the theatre should be not less than 60% where 
explosive anesthetics were bemg used, and the Mimstry 
pamphlets also made this recommendation When the ex¬ 
plosion occurred, however, tlie humidity m the tlieatre was 
25% or less This was due to a mmor failure of the air- 
condinomng plant two days before the explosion, which could 


easily have been put right m that ume It was clear that none . 
of the board’s servants or agents took any interest m the r 
humidity in the theatre, although the consultant knew that 
dry air was particularly conducive to sparks, he took no steps 
to ensure that the humidity was kept up to the required per¬ 
centage It was alleged against the anaesthetist that he had ; 
failed to earth the metal tube by putting his fingers on it, - 
and that he should have realised that this was the way to 
ehmmate the danger, although it was nowhere mentioned m 
the Ministry notes 

His Lordship thought that the anaesthetist was entitled ” 
to assume that the humidity was correct, his first duty was - 
to a patient who was in a bad state It would be wrong to , 
convict him of neghgence The board, however, acting „ 
through their consultant, should have reahsed that the J 
only steps they could take against the risk were equipment T 
with anti-static rubber and the institution of a system ~ 
which would ensure that the air-conditiomng plant kept ' 
the humidity at the necessary high level They had done 
neither of these thmgs Though his Lordship was reluc¬ 
tant to convict tliem of neghgence in faihng to install 
anti-staac rubber, it was impossible, after that failure, to 
acquit them of blame for faihng to mamtain the correct 
humidity, and the board could not escape habihty 

Hople> V British Transport Commission and Others — Queen s Bench 
Dtvtston Pilcher, J John Thompson, QC , and E Brian Gibbens (Hasle 
woods for R Gwynne & Sons, Wellington) for the widow, R> der Richardson, 

QC, and E W Eveleigh (Gardiner & Co) for the employers, Gerald 
Gardiner, Q C > and Kenneth Myneit (Sharpe, Pritchard &. Co for T H 
Waterhouse, Edgbaston) for the board James Stirling, Q C, and Peter 
Webster (Hempsons) for the nnccsthctisi 

Grove Hull ^ 

Bamsier-ai Law '' 

Admission of Documents to Appeal against G M C ' 

Dr Leshe Elgar Gardiner, whose appeal to the Judicial -j 
Comnuttee of the Pnvy Council agamst an order of the ^ 
General Medical Council direcung the erasure of his ' 
name from the Medical Register,* is expected to be heard -■ 
next term, apphed to the Judicial Committee for leave to 
adduce further evidence 'i 

Dr Gardiner, who appeared in person, pointed out v 
that the General Medical Council and the British Medical k 
Association were legally distmct bodies, and that in theory 
at any rate the former should not be influenced by the ^ 
latter One important ground of his defence was that he 
pleaded that he had based his acuons on soimd examples, ^ j 

by following the conduct of persons whom he had C 

considered to be of good repute and competence in his \ 

profession He would certainly have put forward before 
the Disciplmary Committee the activiaes of the British 
Medical Assoaatton in relation to advertismg if he had s, 

known that the Comnuttee would allow their legal 
representative to influence them by puttmg forward s 
controversial proposed standards of an association of <5 
doctors (the B M A) overtly divided amongst tliemselves k 
on these very matters The B M A’s ostensible views on K 
advertising were deeply resented by some members of v 
the profession He wanted to put m the new evidence jv 
because what was proposed in theory and what the B M A 
actually did were qmte different s 

His petition, said Dr Gardiner, was that a number of docu- ■. 
ments—mcluding pages from Family Doctor —bemg matenal ^ 
published directly or indirectly by the authority of the B M A, ^ 

should be admitted as new evidence, as showmg by practical , 
example, as opposed to vague tlieoretical recommendations, a 1 > 
fair cross-section of material which the B M A considered v 
proper for doctors to publish under their names, and to ^ 
address to the general pubhc, and also as further showmg the ^ 
various types of advertismg devices, and their usage__ s 


1 Bm med J 1933, i, 290 


1 See Lancet, 1960 i, 1243 
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At the hearing before the Disciplinary Committee he had 
argued that the need eiasted for an authontame bool on 
cosmetic surgery, and he wished to adduce m evidence p 392 
of the British Medical Journal of Aug 6, 1955, to shot the 
attitude of the B M A to this branch of surgery He also 
wished to base one of his grounds of appeal on the fact that the 
decision to erase his name was unreasonable It was very 
strange, concluded Dr Gardmer, that he should be the only 
doaor who had been found to have advertised bv vvnting a 
booh 

Mr Peter Boydell, who appeared for the General 
Medical Council, said that Dr Gardiner had not shown 
that the new evidence was not available at the heanng 
before the Disaphnarv Committee or that it w ould have 
had, or been likely to have had, a deteimmmg mfluence 
on the deasion The proposed evidence went solely to 
the standard to be apphed by the Disaphnary Committee 
Lord Tucker, after consultation, ad]oumed the peution 
to be dealt with by the Board on the hearmg of the 
appeal 

95"?^ Medical CouaaX—Judicial Committee of the Privy 
niJia XSA Ticker, Lord Denning, Lord Mo-ns o' BoTh-y-Gest 
, ^unscl and Solicitors The p^tiuon^r m person (Hcnr> 
Sotem 6 Co ), Peter Boj dell (Waterhouse & Co ) 

Chaples Clavton 
Bamsier at La a 


Non-commumcation Widow’s Appeal Dismissed. 

A butcher was boning a rump of beef when the knife 
5 Pped and caused a wound m his abdomen 

telephone call for a doctor and ambulance was sent to a 
hospital with no resident medical staff A general 
P ctinoner, Dr R., happened to be there when the message 
* T'u arranged for a bed to be held at a nearby 

mod *Len went to the man’s place of work, 

e a quick examinauon of the wound, and had hun sent to 
full hospital where he exammed Ae wound more care- 
j ^ concluded, wrongly as it proved, that though the 
'P ascia had been exit the wound had not penetrated the 
sent accordingly he had the v ound sutched up and 

^ e man home, tellmg him that he thought it was only a 
OATi T givmg him emphauc mstructions to see his 
aid cvenmg and tell his doaor wliat had happened 

u done Dr R then cancelled the bed at the 

Bcnera! hospital 

ab^^ man’s own doaor. Dr M., called that evemng. 
Dr Ms, nausea had developed The man told 

“ sunerfi™ ” Lad said that the wound vr-as 

Basar n ’ appreaanng that the hospital 

bis nau™^^ hospital or the status and role of Dr R., exanuned 
n'*xi36?^ diagnosed a digesave disorder During the 
hospital man’s condition deteriorated and he ched m 

operauon. A postmortem exairunanon disclosed 
w ound had penetrated the small mtestine 

Dr 'R brought proceedmgs for negligence agamst 

tntjjag”” ground, mter aha, of failure to send a wnnen 
Dr otherwise communicate chrectly witli 

the d history of the acadent, the condition 

extent ^d the steps taken to mvesugate tlie 

P^'sibil^ injury or to warn him of the 

tavitv Lad penetrated to the abdommal 

Etound o 1 I'^dge held Dr R negligent on that 

'brectly b” namely, failure to cximmunicate with Dr M 
b905o telephone or letter, and he awarded the widow 
Court of Appeal, by a majonty. 

House nr T Loaor’s appeal * Xhe widow appealed to the 
01 ixirds 

di'nuvsei"*^^’ Keith and Lord Denning dissentmg, 

_“^'CQ the annooi 


1 Sco Lancet 1958 u 1118 

2 ihd 1959, u 965 


Lord Keith of Avonholm said that me pauenr fell 
between tw o stools due chiefly to failure of commuruesaon 

Some commumcauon from Dr R. to Dr hi ’es es^enuaL 
There was some commumcatioa, and the pcneni minself w-ac 
made the medium of that commumcauon The ouestion 
Was that commumcanon adequate and if nor vms Dr R. respon¬ 
sible for the madequacy and did his failure amount to 
negligence’In his Lordsbup’s view Dr R-shouln have foreseen 
that the patient’s doaor, v hoever he was not havnag all me 
mformanon that he. Dr R , had, nugnt not aa as Dr R. himself 
would have aaed, and indeed that me message which he sent 
would tend to mislead rather than oihenvnse That it end tend 
to mislead Dr M Vvas clearfromhiseviaenceofno'vhetreatea 
the patient on the mght m Question A doaor who was expeaea 
to look after a patient with an abdominal wound wmen ban 
alreadv been chagnosea and treated by anomer doctor wno had 
deaded that the mjury did not reqmre operative or ob'erva- 
nonal treatment m a hospital, should be put in possession of 
mformanon as to what had been observed and done by me first 
doaor Otherv ise the panent vv as oepnv ed of the full skill, 
knowledge, and aid m diagnosis that the second aoaor could 
appiv to his case 

His Lordship hardly regarded this as a medical question 
at all In his view this non-commumcation amotmted to 
negligence m law, and it was scarcelv in the categorv of 
professional neghgence Dr R deserv ed great credit for 
the steps he took to deal with this unfortunate case, he did 
what he tliought best m every way for the panent But he 
did not foresee what the results would be of sending the 
panent home with such an encouragmg message What 
was foreseeable was that the panenfs medical adviser 
would be handicapped by lack of all the mformanon that 
Dr R himself had obtamed The result was the delay m 
sendmg him to hospital for operanon His Lordship 
would allow the appeal 

Lord Goddard, dismissmg the appeal, said it was clear 
that m actmg as he did Dr R v as actuated firstly by his 
opinion that the wound was superfiaal but also by his 
view that it was necessary for the panent to be kept under 
observanon For what other reason had he been so 
insistent that the panent’s own doaor should be called m 
and advised as to what had happened and had been done ’ 
Their Lordships knew now that unhappily Dr R’s 
diagnosis was wrong, but he had been acqmtted of any 
neghgence m fomung that diagnosis No doaor was to 
be held hable for a mistake if he had used the degree of 
care expeaed of him and aaed m accordance with 
recogmsed pracnce 

His Ixirdship could not see that Dr R m anv way misled 
Dr M If he bad wntten or spoken directly to his fellow 
praennoner his Lordship doubted whether he would have told 
him more than that after observanon and probmg he had 
formed the opmion that there v’as no penctranon, though he 
might have added “ He needs watchmg ”, but that he might 
well assume Dr M would tmderstand without bemg told 
His Lordship v as not saymg thai Dr M must be considered 
negligent, it would be wrong to do so as he vvas no party to the 
acuon But his Lordship protested against the view that if 
either of these two gentlemen was not negligent the other must 
have been The findmg of neghgence against Dr R should be 
reversed 

But his Lordship could not agree that if m the Court of 
Appeal Lord jusnee Romer had meant to say that if a 
doaor charged vvitli neghgence could find two other 
doaors to say tliat they would hav e aaed as he did that of 
Itself enutled him to a vcrdia, if there was evidence the 
other way His Lordship preferred to think that what 
Lord Jusnee Romer meant was that if there were two 
recognised schools of thought on a subjea one could not 
be neghgent He v ould dismiss the appeal 
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Lord Morton agreed with Lord Goddard that the 
appeal should be dismissed 

Lord Denning, for allowing the appeal, said that Dr M 
had been misled and so fell into error Misleading informa¬ 
tion was a dangerous thing to throw about His Lordship 
could understand that a medical man might sometimes 
feel )usufied in giving misleading information to a patient 
so as not to worry him, but if he did so, he must give the 
true information to his relatives and, most important of 
all, to his own doctor who had to treat him It was the 
failure of Dr R to observe that rule, which his Lordship 
would regard as elementary, which was his mistake here 
Dr R had acted promptly and with the best intentions, 
and deserved every credit for so doing, but at the critical 
moment he failed 

Lord Hodson, concurring with the majority in dis¬ 
missing the appeal, said that it was true that the patient 
would be expected to pass on to his own doctor the 
reassuring statement that the wound was, in Dr R’s 
opinion, superficial, but that did not cancel out the mam 
sense of the message which was an emphatic one An 
object of the message must have been to guard by observa¬ 
tion against what Dr R thought the outside chance of 
penetration of the peritoneal cavity having occurred 

Chapman v Rix. —House of Lords (Lord Keith of Avonholm, Lord 
Goddard, Lord Morton of Hcnryton Lord Denning, and Lord Hodson), 
Dec 21, 1960 Counsel and solicitors Roger Ormrod, QC, and K M 
Willcock (Leonard Tubbs & Co), G G Baker, QC, and P Webster 
(Hempsons) 

M M Hill 
B arrister at-Law 


Parliament 


Human Tissue Bill 

In moving the second reading of this Bill * on Dec 20, 
Miss Edith Pitt, parliamentary secretary to the Ministry of 
Health, said that its provisions relating to the removal and use 
of parts of the body had the wholehearted support of the lead¬ 
ing members of the medical profession During the passing of 
the Anatomy Bill in 1831 it had been said that though Parlia¬ 
ment had a right to legislate for the people of this country while 
living it had no right to pursue people beyond the limits of the 
grave Some people might still have a reluctant sympathy for 
this view of the extent to which Parliament interferes But 
here certainly was an example of the House being asked with 
good reason to interfere for the benefit of the living and to put 
beyond doubt what the medical profession required for the 
improvement of treatment, education and research 

Mr Kenneth Robinson paid tribute to the strides made in 
recent years in plastic surgery He hoped that the Bill would 
stimulate people to express their willingness during their life¬ 
time for their bodies to be used in this way Miss Joan 
Vickers also welcomed the Bill but wondered whether some 
other title, such as Human Aid to Medical Science Bill, might 
not be less forbidding 

Dr Horace King recalled that in 1952 the Corneal Grafting 
Bill was passed “ on the nod ” without debate to avoid pub¬ 
licity He was delighted that public opimon would now allow 
It to be supplanted by this wider measure Dr Dickson 
Mabon wondered if the Minister would justify his acceptance 
of the principle that the next of kin had the right of veto, in 
view of the large number of people who were awaiting corneal 
grafting operations It had been unofficially assessed that 130 
people in Scotland were awaiting grafts 

Mr Enoch Powell, the Minister of Health, said that the 
Bill deliberately brought the whole question into the open It 
was an attempt to lay clearly upon the statute-book the lawful¬ 
ness of those matters concerning dead bodies which were 
required for medical purposes, subject to equally clearly stated 


stipulations and conditions He agreed that the supply of 
corneas was not satisfactory, probably because this part of the 
body had a longer history of removal for therapeutic purposes 
than other parts of the body The solution lay m wider public 
understanding—and he hoped that the debate would make us 
own small contribution to that—and m close relationships 
between the corneal grafting centres and the hospitals in the 
area Propaganda was undoubtedly important, and the Royal 
National Institute for the Blind was planmng a publicity drive, 
m which the Minister would cooperate He agreed that the 
expression m the Bill “ the person lawfully in possession of the 
body ” was difficult because m law there is no property in a 
dead body However, he was advised that the expression 
would include a hospital authority m respect of a body lying in 
hospital, but that it would not be deemed to include the 
mortuary attendant of the hospital 

Turning to the relatives’ right to object, he said that he had 
deliberately left the term “ any surviving relative ” undefined 
so that It should not be necessary to inquire nicely into the 
degree of consanguinity, because he was convmced that more 
harm could be done to the purpose of the Bill by a single case 
m which a strongly held scruple was overridden than by any 
temporary loss of opportunity Where the deceased had 
already given his consent this could not of course be over¬ 
ridden by anyone The climate of opimon had changed m the 
past ten years and Mr Powell hoped that the public mind would 
open more and more both to the benefits and to the utter 
propriety of the processes which this Bill made lawful 

Boxing 

On Dec 21 Dr EditH Summerskill asked for leave to 
introduce a Bill to prohibit professional bovmg She said that 
she had powerful medical support A few skilled experts might 
escape, but after about fifty fights m a few years the ordinary 
fighter began to show unmistakable signs of deteriorauon 
No amount of medical inspection could make the sense organs 
less vulnerable or the bone of the temple any thicker No 
instrument had yet been invented which could detect the small 
ha:morrhages and the torn fibres of the bram which a boxer 
sustains m the course of a fight and which, if repeated over the 
years, produce the condition of punch-drunkenness When the 
symptoms appeared it was too late to hope that a rest would 
result m a cure Could anybody sensibly suggest that a scream¬ 
ing crowd round a boxing rmg W’as havmg implanted m it the 
fine qualities of pluck, endurance, and restraint ? Had not the 
time arrived when Parliament should take steps to protect our 
young people from the men who orgamse these displays on 
highly profitable business lines ? 

Lieut -Colonel W H Bromley-Davenport said that the 
British Boxing Board of Control, of which he was a member, 
had authority to issue licences, at its absolute discretion, to all 
persons connected in any way with professional boxmg Every 
applicant for a boxer’s licence had a comprehensive medical 
exammanon, and if he was fit he was granted a licence Boxers 
must be exammed before and after every contest, and if a boxer 
was knocked out he must be medically exammed before he even 
contracted to box again Unless a boxer got a certificate of 
absolute fimess from his area medical officer his licence was 
suspended until he was fit, and if necessary it was withdrawn 
altogether In the event of a knock-out, all officials have a 
complete knowledge of first-aid All the evidence showed that 
recovery from a reflex knock-out was complete and almost 
immediate and that, with rest and abstention from boxing, 
complete recovery also took place after a concussion knock-out 
It was unfounded speculation to say that the evil effects img 
show themselves years later Members of the Board had long 
practical experience in boxing and were assisted by some ^ 
best brains m the medical profession As for the medica 
profession itself, every year the hospitals held their own 
championships, and these were attended by all branches ot 
medical profession Would medical men support these shoi 
if they thought that they were harmful to others ? 

The motion was lost by 120 to 17 


1 See Lancety Dec 17, 1960, p 1354 
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QUESTION TIME 
Drug Prices 

Mr Kenneth Robinson asked the Miruster of Health, 
anting from the new drug-pnce agreement, of how manv drugs 
the pnce would be directlv negotiated, and u hat provision there 
tras fo* the hst to be expanded, whether the export price 
cntenon remamed the aterage export pnce, and whether the 
def m inoa of new drugs lay within his control —Mr Enoch 
Powell rephed Negotiations will be opened at once on the 
pnKs of a few tndelv used drugs which together account for 
aenlv half the lalue of those saasfving the export pnce 
cntenon Other drugs m large demand bv the Health Sernce 
will be considered from time to tune The export pnce 
cntenon remains the weighted average export pnce New 
drugs in this context are defined m the scheme 


Fatal Overdose 

Mr E L Gardner asked the Munster what acnon had been 
taken m the case of the doctor responsible for prescnbmg an 
o-erdose of xvlocame, equivalent to almost three tunes the 
nomial dose, for a child 4 years of age w ho died m St \ndrew’s 
Hotnital, Billencav, as a result of the overdose given to reliei e 
the pam of a fractured wnst —Mr Powell rephed A claim 
against the doctor bv the father has been made and settled The 
doctor had alreadv resigned before the accident and his 
resignanon took effect shortly after As a result of the acadent, 
fresh guidance on local analgesics bv the group medical aavisorv 
coainiinee has been brought to the nonce of all medical staff 
in the group Aft. Gardner Mav I ask whether the doctor 
who nude this elementarv and fatal mistake will be given 
refresher training m the safe use of drugs hke Nvlocaine before 
he IS allowed to prescnbe them agam^ Can the Muu'ter 'av 
whether anv hospital to which this doctor mav be appomted 
^ he given notice of his present mexperience ^ Mr Powell 
I have not got the information, but it i' the dutv of boards and 
committees to acquamt themselves wnth the quahficaoons and 
record of anvbodv whom thev consider appomting Mr 
Rkkson Does not the Munster appreaatethatitisextremelv 
diScult for boards and committees to acquamt themselves 
rnth the record of people thev are appomnng and that matters 
this kmd are verv seldom referred to m references firom 
prenous employers ’ Mr Powell But it is the dutv of the'e 
authonues to assure themselv es that the references thev obtam 
^adequate to ensure that thev are aware of the quahficanons 
^ me records of the people thev are appomnng 


R C P’s New Building 

'•h Robinson asked the Mimster of Housing and Local 
vemmeat and Munster for M'elsh Affairs if he was now 
prepared to authonse the London Countv Coimal to grant 
permission for the new headquarters of the Roval 
IT Phvsiaans on the east side of Regent’s Park. Mr 

tjj. T) rephed Yes Sir Mr Robinson Mav I ask 

on m accept the congratulanons of hon Members 

^ of the House for approving a design which is 
_|^^t and unagmanve and blends verv well wath its sur- 
reunaiugs ’ 


Smallpox in. Nvasaland 

f'la- asked the Gov emment w hether the smallpox 

"Ww'" ^ ^'^saland had now abated what was the estimated 
^ '*0 inhabitants of Nvasaland who had been vac- 
Possib!»°'^™^^ ihe present vear and whether anv acnon was 
person* *0 laws of Nvasaland to prosecute those 

mnrmdanon, had attempted to persuade the 
Pgj-, 0^ Nvasaland not to be vaccinated —The Earl of 
Lo-tis’f, of State for Colomal Affairs, rephed Mv 

tu, I ’ responsibihtv of the Federal Gov emment, 

tc^al ^ "Ormed that the epidemic has not v et subsided The 
ui-ji., “oocr vacemated is ov er 480,000 When innuudanon 
C' ptn- unlawful acnon such as vaolence to persons 

or is earned out bv vinlawful means, mcluding 
to b- **ospiracv, the laws of Nvasaland provide for acnon 
cn against the offenders In two mstances where 


medical teams have been hmdered bv physical mnmidanon me 
authonnes brought forward cases for tnal One has resulted m 
the convacnon of the pnnapal offenders and the other is 
shortly to be heard 

Surgeon for St Helena 

Mr Cledwyn Hughes asked the Secretary of State for the 
Colomes what salarv was paid to the semor medical officer for 
St Helena—^Xfr Iain .ALacleod rephed Up to £2500 a vear 
dependmg on quahficanons and expenence Mr Hughes Are 
there not difficulnes m gettmg an expenenced surgeon for this 
remote island’ Has not the salarv somethmg to do with it’ 
Will the Aluuster consider giving a higher stamng salary to 
doctors who go there’ Mr ALacleod I think that the salan 
has something to do with it It was 'ess than half this figure 
about two or three v ears ago I behev e that it is as a result of 
the offer of this amount that we hav e attracted a smtable 
candidate 1 hope that he will go to the Colonv eaxlv next vear 

Mr Hughes asked the Secretarv of State whether he would 
giv e details of the arrangements now m force for a surgeon to vusit 
St Helena, and what provisions existed for dcahng wath an 
emergenev case needing immediate surgical treatment—Mr 
ALacleod reohea Arrangements are bemg made bv the 
gov emor for a surgeon to visit St Helena as soon as pracncable 
While recogmsing that the tuesent situation cannot be accepted 
for an mdefimte period I am sansfied that the medical officer 
m St Helena has sufficient expenence of surgerv to enable him 
to deal with such emergencies as might anse Mr Hughes 
Can the Muusier sav how long it takes an expenenced surgeon 
to get to St Helena ’ Mr ^Lacleod I suppose it depends on 
how he travels Offhand I do not know the answer, but 1 will 
find out Mr Hughes Is it not the case that he takes four or 
five davs to get there ’ Mr M.acleod That rmght well be so 
The svugeon that I have m mina is m pracnce at Cape Town 

Psvchiatnc Qualifications of Prison Medical Ofilcers 

Mr Leopold Abse asked the Home Secretary whether he 
was aware that pn'on medical officers lacking a recognised 
psvchiatnc diploma were regularly subtmttmg reports on the 
samtv of accused person to the courts and what steps he was 
takmg to increase the number of pnson medical officers who 
hold a diploma m psychological medicme —Mr R A Butler 
rephed Few pnson medical officers who submit reports to 
court on the mental condition of inmates possess a recogmsed 
psjchiatric diploma though all hav e expenence m the diagnosis 
of mental disorder and the majontv are approv ed bv local health 
authonnes for the purposes of secnon 2S of the Mental Health 
Act 105° In recnuting pnson medical officers, w eight is given 
to the possession of a diploma m psychological medicine, and 
encouragement is giv en to medical officers m post to take the 
diploma w herever possible 

Medical Examination of Accused Persons 

Mr Abse asked the Home Secretarv whether he was aware 
that persons m custody charged wath murder were being com¬ 
pelled to submit to psv chiatnc exammanons bv pnson medical 
officers and that the facts so obtamed were supplied to the 
DireCTor of Pubhc Pro'ecunons, and whether he would give 
mstruenons that no psvchiatnc exammanon of an accused 
person charged wath murder should take place and no report 
be giv en to the Director of Pubhc Prosecunons, except wath the 
consent of the accused or their legal advasers—Mr R A 
Butler It has for long been the established pracnce for a 
report on the mental condition of anv pnsoner charged wath 
murder to be furnished bv the pnson medical officer to the 
court through the Direaor of Pubhc Prosecutions, who supphes 
a copv to the defence The Roval Comrussion on Capital 
Pumshment approv ed this practice but recommended that such 
pnsoners should in futu-e be examined bv an indcpcndcat 
psvchiatnst of standing as well as bv an expenenced mcraber of 
the pnson raedical service The Govemraent accepted this 
recommeadanoa I see no reason to distu''b the existing 
arranccmenis which have been gcacrallv accepted as being 
ntccssarv and dcsirab'e m the interests cf ju'tice 
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ERNEST FREDERICK FINCH 
KtjMD ,M S Lond ,Hon D Sc Shcff ,FUC S ,Hon FRCS I 
Sir Ernest Finch, a former professor of surgery m the 
Umversity of Sheffield and vice-president of the Royal 
College of Surgeons of England, died on Dec 16 at the 
age of 76 

He began his medical studies at Sheffield in 1901 at a tune 
when the College had not yet attained university status and its 
medical students graduated in 
London He accordingly gradu¬ 
ated M B Lond in 1906, but after 
Sheffield Umversity was granted 
Its charter he was admitted to the 
MB, CH B Sheffield degrees ad 
eundem After holding an appoint¬ 
ment m the physiology depart¬ 
ment at Sheffield he took the 
M D Lond in 1909 He had 
already chosen surgery as his 
specialty, and m 1911 he took the 
FRCS and m 1913 the m s Lond 
Meanwhile his long association 
with the Royal Infirmary had 
already begun with his appoint¬ 
ment as house-surgeon m 1907 
In due course he became resident 
surgical officer and surgical 
registrar, and in 1912 he was elected to the honorary staff In 
the 1914-18 war he served in France with the 3rd West Riding 
Field Ambulance (T A ) and later at the 3rd Northern General 
Hospital in Sheffield with the rank of major 

On demobilisation Finch returned to his busy hospital 
and private practice and to his many other surgical 
interfcsts and duues Important among these was his 
work at the medical school, where he was for many years 
lecturer in clinical surgery In 1934 he was appointed to 
the chair of surgery After he reUred from his chair and 
appomtments in 1944 he gave increasingly of his time and 
energy to the Royal College of Surgeons 
He was elected to the council in 1940, and he served as a 
member until 1956, and as a vice-president in 1953 He was 
successively Bradshaw lecturer, Vicary lecturer, and Hunterian 
orator, and was for ten years a member of the court of exammers 
He was an early member of the Moynihan Chirurgical Club, of 
which he was secretary from 1926 to 1947, and later president 
He was also president of the Association of Surgeons of Great 
Britam and Ireland from 1939 to 1942 
He was created kmght m 1951 The honorary degree of 
D sc Sheff was conferred on him m 1953 and the honorary 
fellowship of the Irish college in 1959 In 1946 he was 
elected a member of the Sheffield Town Trust 

F W H writes 

“ The Sheffield Medical School, founded on firm principles 
largely laid down by the late Sir Arthur Hall, owes its rapid 
development and present reputation in great measure to the 
wise guidance and gentle diplomacy of Ernest Finch He had a 
clear picture of how a medical student should be taught and, 
especially while professor of surgery, he spared no effort to 
establish the type of curriculum and examination which he 
believed to be right He was a great friend of all young surgeons, 
doing all in his power to help and advise them, not only as to 
their careers and in professional matters, but in anv adversity 
He will be remembered as a great surgeon, a great doctor, but 
above all as a good and kind man ” 

T B M writes 

“ Ernest Finch was a Sheffield man who by his knowledge 
and charm of manner found many friends and a great place in a 


wide surgical world as examiner, member of council, md later 
vice-president of the Royal College of Surgeons of England 

“ For many years the genial and efficient secretarj of the 
Moymhan Surgical Club, he, and through him the club, 
became widely known in many Continental surgical clinics 
He was greatly beloved and esteemed by all who knew him— 
many went to him for help and advice and he never failed 
them He was tireless in his work for the students and for the 
welfare of the nursing staff, who were all devoted to him ” 

H P found Sir Ernest’s leadership and friendship 
“ manifest in every sphere of his imceasing acuvities ” 

“ In Sheffield [he continues] Ernest Finch had become the 
doyen of its medical world, in the Royal College of Surgeons 
his long service on the council had been crowned by his memor¬ 
able scholarly Hunterian oration, and m the affairs of the 
Association of Surgeons and the British Journal of Surgery his 
wisdom and shrewdness were invaluable To young surgeons 
m Sheffield and elsewhere, he was a true ‘ father in surgery 
they saw him as a man devoid of all envy To his con¬ 
temporaries, his friendslup was always a source of comfort and 
inspiration Durmg the last fourteen years we saw him facing 
illness with mdomitablc courage And when he knew that his 
end was near, he continued to show to those around him that 
xquanimitas which was one of his most lovable charaaenstics 
He welcomed with quiet dignity the honours which came to 
him, and indeed they might have been more But what he 
cherished above all was the affection of his many friends, 
young and old ” 

In 1912 Sir Ernest married Miss Mary Ainsworth, who 
survives him with their son 

ROBERT LIGHTBODY GALLOWAY 
M B Edin , F R C S E 

Mr R L Galloway, medical director of the West 
Middlesex Hospital, London, died in Edinburgh on 
Dec 3 

He was born in Edmburgh m 1895, and after attending 
Daniel Stewart’s College he took up his medical studies at the 
umversity, graduating m 1919 and proceeding to the frcse 
SIX years later He was from his earliest days attracted to 
surgery, and, after working under such men as Alexander Miles, 
Prof F M Caird, and Sir Harold Stiles, he was appointed 
resident surgical officer at the 
Manchester Royal Infirmary and 
Salford Royal Hospital During 
these appointments he developed a 
surgical dexterity and speed which 
earned for him wherever he 
operated the admiration and res¬ 
pect of his colleagues 

In the middle ’20s he was 
appointed surgeon to the North 
Middlesex Hospital, where he con 
siderably enhanced the prestige of 
this expanding hospital With the 
advent of the 1939-45 war he was 
transferred to Chase Farm Hos¬ 
pital, where he not only main- 
tamed a busy surgical unit but 
also largely contributed to the admmistration involved in 
building up and rimmng a large general hospital as part of the 
Emergency Medical Service His organising ability was so 
evident that when the post of medical director at the West 
Middlesex Hospital fell vacant after the war he was invited 
to fill It He was here largely responsible for coordinating and 
supervising the post-war building and redevelopment pro¬ 
grammes which are still m progress Until shortly before his 
retirement last March he remained an active surgeon, and 
regularly carried out long operating sessions 

He employed his gift of manual dexterity in fields outside 
that of general surgery He maintained an engineering work¬ 
shop, and not only worked m silver and other metals but also 
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cguIariT serviced surgical msmiments m daflv use in the 
;ovnitaL In his earher rears he vras keenlv interested m 
aOiB'-cvde racing and sometimes surpnsea colleagues who 
rere unaware of this hobby bv appearmg as hea dlin e news m 
be spo-tmg sections of the daily press 
A colleague writes 

“ Despte his high reputation as a surgeon, aanumstratorj 
nd'po'tsman hir Gallowav had es*:entiallv a renrmg, modest 
imire. He was readilv agreeable to anv reasonable request 
ncde to him, but if he felt it necessary to speak strongly he 
ualci make his news known in an emphatic manner He 
rresEd tne admiration both of his medical and nursing 
nUeagues, and all members of the hospital staff knew thev 
inld alwavs find m him a sympathetic listener and a sound 
tn-S" He brought a touch of humamty mto his administra- 
re work which was much appreciated by all who came m 
naact wnh hnn. In Mr Galloway’s unnmeh death we have 
a wise counsellor and a loval finend.” 

Another colleague adds 

" There can have been few British surgeons m tne second 
maiter of this century wno crowded so mucn work mto their 
^ R- L G At the Korth Aiiddleses and later at Chase 
Farm he got through an mctedible volume of general surgerv, 
sish great skill speed, and gusto In the 30s at the Norm 
Middleses it was nothing for ‘ Robbie ’ to finish a hst of ten 
^eshvltmch-ume and on a busy take-m to operate on another 
-ozea emergencies, finishing his dav at 3 a i bv giving a hft 
tome to the no-longer-ansious relatives of his last case These 
s-ergenaes would be of all sorts—provided they were surgical 
[■o-d cot matter appendices obstructions, fracnires, mastoids 
iiead mjanes—^Robbie took them all m his stnde, defdv 
rwdd", with no movement wasted. He never grumbled at 
mere being too much to do, but he was the first to aumit that 
he would have liked more tim e and facihues to collect and 
®iside- his work—pmnded there was no fall off m the 
^ouat. He was so busy doing that he had no time and mdeea 
use fo- wntmg He might well have mspired Bernard 
-iw to sav ‘ He who can, does he who cannot teacnes ’ 
^ffiotiil- enough, however on the two or three occasions when 
- persuaded to report his surgical experiences before the 
Surgerv of the Royal Soaetv of Medicine or the 
^dieses Meical Society, ius contributions were notablv 
pod- His papers on perforated peptic ulcers and on thvmec- 
fo* myasthenia gravis come easily to mind—^mough he 
„^^^®S®^ded them almost as a penance 

looked every mch the surgeon domg his ward- 
—c, in his bespoke, buttoa-up-coUar, white coat—perhaos 
b> apart ftom fast cars and home-made motor- 

''^oars he spent his summer hohdavs dnvmg his 
^ far as he could to some wild corner of Europe 
^ Mcr home agam m a fortoisht He liked his fellow men 
lo-ed his , 0 b ” 

^Ir Galloway is survived by his wife and bv a son 
<d!d a daughter 
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NEW SALARY SCALES 
FOR BIOCHE.NUSTS AND PHYSICISTS 
The following revised scales for fuU-tune hospital bio¬ 
chemists ana phvsicists who are not medicaUv qualified have 
been accepted b** the Almistrv of Health 
Bare grad- —^Probationary pe-iod £650 s £25 (2>-£700 s £30 
(•1}-£S20 X £35 (3)—£025 Po'^-probanonarr period £025 s £35 (2}- 
£995 s £40 (3)—£1115 x £55—£1150 S-nc- graa —£1250 x £50— 
£1300 X £55 (3)-£ia65 bv £60 (3)-£16o x £55-£1700 Pnrapal 
grad —£1750 x £70 f3)-£1960 x £SO-£2040 x £S5-£2125 Top 
grad- —at least £2250 x £75 (2) x £100 (2) 

Employing authonnes are also given wider discretion to 
award higher starting pav to probationers who have an honours 
degree or postgraouate expenence. The new scales will come 
mto operation on Feb 1 

FILM ON SUBNORMAL CHILDREN' 

The mentally subnormal child, like everyone else responds 
to his envnonment. He cevelops less well, for example, m a 
crowded impersonal insntution than m an mnmate attennve 
fatnilv circle A svstemanc studv of such influences on the 
development of skills and behaviour lately conducted bv 
Dr Jack Tizara witn tne help of the Fountain Hospital has 
now been admirably recorded on film ’ In the ‘ Brooklands 
experiment ” sixteen cruldren aged 4-10, carefully matched 
with controls, were boarded out of the Fountain Hospital to a 
pleasant country house where thev were brought up m 
‘ family ” groups and educated on nurserv-school prmciples 
accordmg to their mental age This life is vividlv shown m the 
film with Dlustranons of progress made ov er two years, though 
the formal control expe-unental data are not pven Urdiaopav, 
staff and facflines of this order are available to few of the 
9000 or so mentally handicapped children m our hospitals 
But hope of anv kmd srunes paracularlv bnghtlv m this rather 
unrewarding sphere of work, and anvone connected wiih it 
will find the film snmulatmg and important 


Um\ ersitv of Cambridge 

On Dec 10 the degrees of MB, B CHIR. were conferred 
on H NL James (bv provr) and J A Dyde 


Umversitv of Bristol 

At recent exammanoas for the deg-ees of mb chb the 
following were successful 

t r- r VwacbuJrsyi Ai-bo- F-zacis N B-fn Bdiad_ R. Dzr-ys War 
Olz-iaia Gc-l-eno D D KKiariv W T Mo—« J J V choLs G H 
Robb Hararo Ryicni-jlly, R- M Svtcs 


Umversitv of Manchester 

At recent exammanons the following were successful 

■ »_£, W A-h-xonh E G D—b-rsa T G Ran oil C. F H 

MckcT' 

■5-B CrM —^Dav'd Asbcrc^ K qy-th, A. J Barker' \ D Bnm 

A G G VT Gc^gh D E Ha~i-cn C a Hope, D G jehr cn 

H 22 d I c. Mclnn» Piu-p VuLs, P F Nc-n— L-sd- NL Tac, 

AL-n ’VTcs trrs-n R. S \rh-ti 2 k=r _ , 

_Angela 1 M 'imn-nc Lvdj McMurdo, D S FaJira: 

S J:nT2ch-na 


TJmveirsit^ of Durli3in 

Dr L G Kiloh has been apoomted reader m psycholopcai 
medicine and Mr P C G I'aac reader in public healtn 
engmeenng 


Umversitv of Sheffield 

Dr Alan Lsrer has been appom ed 'ectu-c- in fo'cr ic 
medicin- and D*" HaroM \le—skev lecture* n ps*'wh.-my 

•p— r-^llirds Ex-vr 


Ve;_' Ch_d -n i_ . 

c— 16 EV3-, o_-d bn-o -.'d -srb. - 21 P*-. 

RoEr F_r- Uoi Ld 0 -—'c- u- N—;eiz! So 
Fi=d.=?:>rf ChJd.-o-., 125 H.ab F-l-c—-. Loe-- 
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University of Leeds 

At recent examinations the following were successful 

i\f D—R H P Fernandez 

Af B t Ch B —-David Hopwood (second class honours) A S Abraham 
Nicholas Bcnn Elizabeth K Bullock D A Carter, D E Clarl, G A 
Collingwood, Dorothy M Eaton Kathleen M Fcarn, I W Gcerc, Frank 
Hoinsworth, S M Haworth, D S Hinson, Anne Johnson, D H Kemvard, 
Margiret Lambson, Brian Livcslc>, S>Kia E Lyth, D L Matthews, 
A S Mcltzer, Jennifer B Mcnchcr, D \V Miles, Marv V W Muriaeh, 
M J Ognall, Mary W R Parsison, S D Platts, lean N6el Poillv, Anne 
Randles, C C Robertson, T H Rosengarten, P R Scottcr A E Todd, 
Terence Vickers D J Wadsworth, J K Wales W D Walls Joan A 
Watson, E J Williams, M E Wilson, Marjorie Yeomans 

Univcrsitv of Liverpool 

On Dec 16 the following degrees were conferred 

MD —E C Edwards, T S Eimcrl, Eva Gallagher, W B jennett, 
C R Kai, W W Littlcr, J M Nichols Alan Patterson, John Stanley 
Robmson David S>kcs 

M Ch Orth —Niranjan Das Aggarwal J G Allman, Donovon Mark 
Amerasinghe Ah Midiammad "i akub Ansari, F J Harvey, Charles Malkin 
J G Sallis, F F Silk, H C Van Dcr Post 
MB B Ch —J J Aitkcn, H B Asafu Adjaje Ruth h\ Berr>, M J 
Bradlej, M C Donaghv, Mai Edwards, Michael Gornall, A G Hayes, 
Caroline N Jones N E Lipkin, R F Longdin B C Longstaffe N A 
L>ceit, T T Westhcad J A Whittaker, J N Whittaker, M W G Wren 

At recent examinations for tlie D T M & H the following 
were successful 

B O Amurc S S Apic W A K Aruwa, H Bari-Plangc P G Comer, 
W E Cooper D Dean V Dc Sario Eileen T Duff> E U Essicn, J C 
Fiuih M T Ganpule, K M Gothc T S C Lim M I Luke, R C Lutz 
J J McNair G S Murty, S A A Ogunlusi, J C Oko>e, E Onori, R O 
Parnis, D Felix Richards, N S Salem J A Smith, D Sonakul, I A 
Susmon K Thakur, A J Whitley 

University of Edinburgh 

On Dec 16 the following degrees and diolomas were 
conferred 

M D —J A L Gorringe • T J McNair, •HA Reid (commended for 
thesis) R L L>on 

PhD (i« the faculty of mrrfieiiie) —Archana Basu, Marcus Jacobson 
MB ChB —W R Bonne, T O Brackett Barbara Brumbj C F 
Butler J R V Carlisle Margaret J Chapman Adrian Clancy J O Djan 
J B P Ferguson H W Hamilton R J Inglis, Mohamed Nawaz Kalecl, 
T M Kennedy, Robert Kerr, Jane K S Kirkwood Derek Lewis Michael 
McCaffeny Henry Mercer Ricketts, W A Shafio G W Somerville 
M W Watkins, Sandra C Wedderspoon I A G Weston 
DJ’H—Ti Yuen Lee Pjjush Kami Nag Elizabeth M Watson 
DMRD—W C Hartley, A A Marr, E N C Milne, Patricia Morley 
DMRT —J R Brown, G L Ritchie, Acnes R Russell 
D P M —H C Bethunc, J R B Saxby 
* In absentia 

Royal College of Physicians of London 
Dr Clifford Hoyle will give a Marc Daniels lecture on 
Thursday, Jan 12 He will speak on the prognosis of pulmonary 
sarcoidosis Dr D A Pond will give the Goulstonian lectures 
on Tuesday and Thursday, Jan 17 and 19 His subject will be 
psychiatric asoects of epikptic, brain-damagcd children The 
lectures will be given at 5 P M at the college, Pall Mall East, 

S W1 


Order of St John of Jerusalem 

The Queen has sanctioned the following promotions in, 
and appointments to, this order 


—1 w rrycr, mb, oir mrry i-hapman binderson. 
K B E ,CMG,MV 0 ,J A Carman, M D , E M Dearn, M b , Colonel Sir 
William Coates, kcb, cbe, v d, td, frcs 
As Commanders {Brothers )J Turnbull, m R C s , J T Watkins, M b , 
Air Commodore G H Morley, obe,qhs,frcs 
As Officers —R L Brown M B , C N Burnham Slipper, T D , M R c s , 
5 T M R c s , E B Biguciredo, M B , H E Hobbs, frcs, 

O A Tomlinson, L R c P I, William John Gerard Drake Lee, M B 


Society of Apothecaries of London 
The following diplomas have been granted 
M M S A —R M Burton, F L W Collings 

LMSSA —J J Auken \V K Blenkinsopp, J Brown, M H Chu, 
R Drcpaul, H M Gillespie, F D Habib, C S Jav^umar, J M 
Libs all, R Marns, B R Middleton G Z Shenouda, F Suigh I G 
Stranp, J Swallow, A Thomas, I A Tuncer, C R S M Wjnne Roberts 


Institute of Neurology 

On Thursday, Jan 5, at 5 r M , at the insutute. Queen 
Square, Lonaon, W C 1, Dr Carl Pearson of the Umversity of b 
Califorma will give a lecture on biochemical studies m muscle i 
disease * 


Royal Society of Medicine 

On Wednesday, Jan 4, at 8 P M , m the section of surgery 
Mr Hugh Harley, Mr L D Abrams, Mr Ivor Lewis, and 
Mr Ashton Miller will open a discussion on non-penetratmg 
mjunes of the chest and abdomen On Thursday, Jan 5, at 
8 P M , m the section of neurologj there will be a discussion on 
steroid therapy in neurological disease The speakers will be 
Prof I E Bush, Dr Stanley Graveson, and Dr Henry Miller 
On Friday, Jan 6, at 5 30 P M , in the section of antesthetics 
Dr J J L Ablett wall read a paper on the management of 
tetanus All meetings will be held in the society’s house, 

1, Wimpole Street, London, W 1 

King Edward Medical College, Lahore 
At the centenary celebrations of this college last month, pre¬ 
sided over by the President of Pakistan, the University of the 
Punjab conferred the honorary degree of doctor of laws on 
Major-General Sir Alexander Biggam, former director of the i 
Postgraduate Medical Board, Edinburgh, Lieut-General Sir 
Alexander Drummond, director-general. Army Medical Ser¬ 
vices, Mr Charles Wells, professor of surgery in the University 
of Liverpool, Lieut-General Wajid Alt Burki, Minister for 
Health, Labour, and Social Welfare, Pakistan, and (post¬ 
humously) Lieut -Colond Ilahi Bakhsh, formerly principal of 
King Edward Medical College, Lahore 


Royal College of Surgeons of Edinburgh 

At a meeting of the college on Oct 16, with Prof John 
Bruce, the president m the chair, the following were admitted 
to the fellowship 

Fajik Rifat Abdi, Venkataramanan Balasundaram G S Bonwiell, 
Ratbevos Martyr Carapetnn, M H Carr, A J M Catbro, Jagdisli Kumar 
Cbaudbry, Soo Huat Cboo Mibmud Ab Cbowdbury Nagcndra Nath Roy 
Chow'dhury Mriganka Mohan Das Prafulla Bhagubhai Dcsai, Monoranjan 
Duarl, S R Duke M D FitzGerald R M Gray, R W Gooncwardenc 
C H Hodge J D A Henshaw, A G Hutchison B J H Insull Sugan 
Chandra Jam Sohan Laljohari Mathew John Hasmukh Harilal Kamdar 
C S Karmody J N Kille E O G Kirwan, P J Kleyn J H Lawrie 
J N Livingstone C J H Logan, J D C Mocdiarmid T S Aiann L S 
Marriott Bimalendu Mukherjee, Padmanabhan Naravanan Unni Chuan- 
Wai Ng Narayan Vithal Nimbkar Ibiyemi Ogunycmi Baliambettu Xogish 
Pai, Natwatlal Gangiibhai Patel Hatish Chandra Pun Gop^ Ramaswami, 
Amn Bhaskerrao Rindani Jawaharlal Tnbhovandas Shah Thamotneram- 
pillai Nadarajah Shanmugalingam G R Sharp Pundalika Man^lpady 
Shenoi, N D J Smith Ebrahim Gulamhussein Soorma, W A Souter, 
Jamsheed Cooverji Faraporvala, J A W T Wells PannianpalU Krishna 
Raghava Warner C R Wilson, R D Wolff 

British Association of Plastic Surgeons 

The following officers have been aopointed for 1961 


Mr T Holmes Sellers is attending as a guest the meeting of the 
Indian Association of Surgeons in Poona from Dec 27 to 31, and 
continuing on a lecture tour in some of the major centres, under the 
auspices of the British Council, during January 

Dr M I F Drury has been appointed to deliver the Graves 
lecture of the Royal Academy of Medicine in Ireland and the Medical i 
Research Council of Ireland in 1961 

At a meeting of the Medical Electronics Discussion Group on 
Friday, Jan 6, at 6 P M , at the Institute of Electrical Engineers, 
Savoy Place, llondon, W C 2, there w ill be a discussion on image 
intensification techniques m radiology 

The Ministry of Power has published its digest of statisucs of 
pneumoconiosis in the mining and quarrying industries for 195^ 
Copies may be had from H M Stationery Office (3s 6d) 

A semipermanent exhibition will be held at the Institute of 
Dermatology, Lisle Street, London, W C 2, from Jan 9 to 27, bj 
Mr R J Lunnon on direct ultraviolet photography of the skin 


President, Air Commodore G H Morley, immediate past , 

president, Mr P H Jayes, bon treasurer, Mr R P Osbhrne, Corrigendum Arterial Replacement and Reconstruction in in 
hon editor, Mr A B Wallace, bon secretary, Mr John Watson, article by Mr D J Tibbs (Dec 17, p 1313 ) the word ' ^ 

members of council, Mr R J V Battle, Mr C R McLaughlin, should have appeared in fig 4 opposite the second case in 

Mr I F K Muir, Mr E W Peer, Mr J Sj-l&ugJrj pifprjeas. wJjacron ’ JiY^ass:arte<|rdiire was undertaken on account of rest p 
representative on council, Mr NAM PetersengBeiftHW’Srl^lM i to claudication 

ri, •'Eira;,^ 


I 




INDEX TO VOLUME II, 1960 


REFERENCES AND ABBREVIATIONS 

Insatunons and Corporations with the right to the prefix Royal will be found under that prefix, with the exception of 
Medical Soaeties, which are separately indexed under Societies All Unizerstties are indexed under the uord 
Universities (A) ~ Annotation, (C) = Correspondence, (LA) — Leading Article, (ML) = Medicine atid 
the Law, (NI) = New Invention, (O) = Obituary, (P) = Parliament, and (R) — Review 

A Concordance of page numbers and dates of issue will be found on opposite page 


\bbatt,J D water-supplies, 1272 
Abdoratn—^neoplasms of, and asbestosis (Keall 
1211 , see also Labour, Penioneal splash 
AW Smith B , Historj of Isursing Profession 
CR)961 

\bem-ihy,D A (0)52 

^^^pop^tetnamia with acanthocjrtosis and 
steamnhoea (Salt, Uo>d, Fosbroohe 

Cameron and Hubble) 325 «e alio Cholesterol 
Ab-moa—Law for Rich Ocnkins) (R) 12S4, 
JJ^ed, genital hsienosis as cause of (Gray) 
^ 315 Stud> of Abortion in Pnmime 
ooaenes (Dcvereux) (R) 793 
Brain 

^ M cfjaparest Medtantt 1038 
Acad^y of Medione, Singapore, 140S 
Ae^ccytosis, iu Abetahpoproteinaama 
Acadsnts—Crash Injuries (Kulowsia) (R) 632 
»ota.c5cle (BothsveU) 807, (Gissaae) (C) 
regional plan for (A) 417, (Ma>er) (C) 
496 (Braiisford) (C) 3S0 services for 1393 
of (Baker) (C) 373, (Moncneff) 

\Cj 552 

Aatjisslicjlic aad j«Kidne}-s 
Aaaoa R. atherosclerosis (C) 706 
CLapage) (R) 530 
Aal'-hidna (LA) 27 

P BRL. 1241, 56S 
^‘^oiascosis, punch 907 

Alerted Posture (Tucker) (R) 962 

A R D Cluneal Tropical Diseases 
IK) 910 

Adams D D , thnoid secretion 19 
AH > Ai““ll> Subnormal (R) 12S3 
A^’; ^ Orthopsdics (R) 26 

J A' .Newer Virus Diseases (R) 910 
^ tot psedtatnc anmsthesia and resusata 

?«(LeTui)CSl)E 0 

Snakebite 

to drugs, ueatment of (Frankau and 
^ S^HKwtU) 1377 

Adi!!? >°P«tanng on wrong ltmb(C) 597 
Ad^„2 Thomas centenai> of death of (A) 196 

bronchial (LA) 355 

M mfecuon (BeU Turner 

fA) 11^2 ^ 1327 vaccination 

Hospital Group (Stuart-Clark) 

’"Sup-a.enalgUids 
tee Cancer 

”t Supraretul glands 
. j ~ ^'t'totrophtn (A) 12S9 
^^-estaPedrsmcslR 6SS 

Connor) (0 4,2 

fNA) IIT-'^”* Treatment of Offenders 

T XT- 

Afshiras^ r'«^^hea]th,641 
Atnca-?^ tf 544 (Perabo) (C) S77 

tO«umfA?®ft'=»''(G«t) 1020 tube- 
''li'tJand Congo Ghana 

Africa St Helena South 

SouJic-n Rhodesu 


African Homiade and Smade (Bohannon) (R) ! 

6S9 ' 

Ag rdmmn g1nViii1in;ymt-a with thrOmbotlC thrOCQ- 
bocitopeiuc purpura (Fndt and Hiizig) (C) 
1401 

Aged—confusion in (Isobbs) 8SS, feet of, 879 
Helping Elderh to Li\ e at Home (Hazell) 8S0 i 
prexenme geriatrics (Macmillan) l-*39, I 
rehabilitation of, film on 1033 research on 
Q90 Soaal and Medical Problems of Elderl> 
(Hazcll) (R) 1431, Trauma m Aged (Bick) (R) ' 
962 

Atgerholm M , Equipment for Disabled (R) 1231 
Agranulocjtosis—‘assoaaied with umpramme , 
(Cohen) (C) 1194 complicating endocarditis 
GTood and Parker) 242 
Agricultural Research Counol, 1039 
Ahrenfeldt, R H —ps>cluatry (C)599 (C)761, 
suiade (Q 1139 

Air—radio-cavitj of (A) 1337 see cUo Respira- 
non 

Aircraft—disinfestation of (P) 1405 h>giene 
in (A) 31 

Akaihisia (LA) 855 

Alarm, cardiac (Trotm-n) (NI) 471 

Alaska (A) 13S6 

Albert Lasker grants I09S t 

Albumin see Analbuminmmia I 

Alcohol—alcoholism (A) 418, (Ha>) (C) SI3, 
drug treatment of (LA) 635 Tomo^ow ^ ill I 
be Sober (Vrilliams}(R) 246 a/io Tempera¬ 
ture 

Aldolase m serum in trichinosis (Malik Njewi- \ 
aiowski, and Rachon) (C) 439 
Aldosterone—secretion of, 645 see also Magne¬ 
sium 

Aldndge R T , ba«enamaia 76 
Alesander, G L —fat-embohsm (C) 9S6, i 
Sturge-^cber S>-ndrome (R) 413 
Alexander, J O D steroid (C) 437 
Alexander R F , cancer (C) 654 
Alexander W D —^blood-cholesterol and 
aspirin (C) 1399, goitre 7S4 
Aiken C E ,EncxcIopmdi3of Urolog> (R) 1175 
Allan W R , dumping syndrome, 1261 
Allchin ^ H ,ps\chi*iry (C)650 

—Fundamentals of Modem Allergy 
(Pngal) (R) 25 (coTecxion) 136 
Allolt E- N suprarenal glands 275 
Aitafur , see Furaltadonc 
Alutudes high life at (LA) 1434 
Ambulances (A) 1131 
Amenua see Chromosomes 
American College of Surgeons—Fellowship 
Surgeons (Davis) (R) 413 
Amencan Public Health Asscoauon 10<JS 
Amodiaquinc in treatment of urticaria and 
Qmnckc 5 edema (Sidi and Renbcrg) 5'*2 
(Dodds) (C) 930 (correcuon) KVtO (B tUcy 
(C) 9S0 

Amosbiasis—bepauc(LA) 300 indigenous ©06 
subchnical causmg dysp^'ea (Hamilton ard 
Lutwjch**) (C) 1352 

G. D, 0. Et44jC3J Cslissp; 


Amjloidosis—diagnosis of Gamum) (C) *13, 
(Morgan) (C) 265, see also Kidne 5 *s 
Anarrma—achlorhjd^a and (LA) 27, due to 
blue-rubber-bleb nasvus disease (Berl>*ne 
and Berl^Tie) 1275 due to potassium per¬ 
chlorate ^ (AIL) 1190, Fancoiu s treatment of 
(McDonald) (C) 1146 hookworm disease and, 
13S0, megaloblastic, in pregnanev, anticon¬ 
vulsants as facto** in (Gatenb%) 1004, megalo¬ 
blastic, of pregnanci, distnbuuon of blood- 
groups in (Giles) 1063 permaous, Addiso¬ 
nian, cerebral manifestattons of (Fraser) 45S, 
(^attsy (C) 599 pernicious exfoUated c^s m 
(A) 591 pernicious intrinsic factor antibod\ 
m serum &om panents with (Schwartz) 1263, 
permaous, oral treatment of, with low doses of 
H.PJ /I (Moone\ and Heathcote) 2®!, 
(\aradi and Elwis) (C) 653, (Moonej and 
Heathcote) (C) 76S, C^^aradi) (C) S76, (Moonei 
and Heathcote) (Shin on) (C) 1035, (N^aradi 
and Elwis) (Smith) (C) 1140 (Moone> and 
Heathcote) (C) 134S 

Anaesthesia—i^saj-s on First Hundred \ ears of 
Anssthesia (Sjkes) (R) 189, for mass casual 
ties (Stephens and Bourne) 4S1 for neuro- 
surgerv (LA) 634, (Mortimer) (C) 76S, General 
Anesthesia for Dental Surgerv (^^sh) (R) 
29S, local anesthetic solution with longer 
action (Lodftr) 346 (correction) 500 Pracuce 
of General Anesthesia for Iscurosurgers 
(Ballanune) (R) 352* spinal follov.*ed b> 
chemical meningitis (A) 1074 seeaho Adapters 
Airopme, Elec tr ocardiography 
Anesthetic—de*.th5 from, in faiml} (Den- 
borough and Lo\ell) (C) 45 explosion of 
(Hull) (ML) 1452 

Ai^thetic machines (Bourne) (C) 377 
Analbuminemia \olume regulauon and renal 
fuflcuoa m (BennhoJd, Klaus, and Scheurlen) 
1169 

Anatomy—Anatomy Regional Study of Human 
Structure (Gardner, Gray, and O RahUh) (R) 
Ailaso^AnatomyandSurgical Approaches 
in Orthopedic Surgery (Consenuno) (R> 631, 
tests of aratomical kno*\ ledge (Barnett) 254 
Andersen, H A Diagrosis ^nd Treatment of 
Treatment of Diseases of Trachea and Bronchi 
(R) 295 

Ande^'sen, T bactenemia (C) 205 
Andersoi D h^paatis (C) 320 
ArdwTson, J renal homovransplarts (C) 1402 
Anderson J F tobacco-smcking (C) 547 
Anderson M , Mckle-cell disea<* 516 
Anderson S M ^hx-pe'-tension (C) 265 
Anderson W F , irco^'iinencc (C) 710 
Andre Thomas Neu‘*ological Exariinaaon cf 
Infant (R) 112-9 
Androgers set Lcu'-O'-’ies 
An''ur\'sms ruptuwd aW-’nma! ao tic (S-vtg'* 
ard K-^s' *i66 

Ar'norraphx*—in cc-eb"al a''op1exx (A) 32 
robot (\ ciga Pi*^ ard Godfrev) 542 
Anhidrot $—afie. e^cas i''5**cucn c' ba**- 

t-nJ pyrogen (Barrus er) 115 -•'db'*.jf*ok^ 
(tSTalL-e) \0 1333 


IV 
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Amimls—Achievement (Lapage) (R) 530, 

germ free (A) 86, Principles of Animal Viro¬ 
logy (Burnet) (R) 1012, tissue therapy in 
(Ray) (C) 373, see also Foot and mouth 
disease, Horse sickness 
Ankle, see Extensors, Radiology 
Anoxia in babies (A) 419 
Anthrax, notification of, 1151 
Antibiotics—analogues of (A) 478, Chmeal 
Application of Antibiotics (Florey) (R) 189, 
or sulphonnmides ? 1357, Search for New 
Antibioucs (Gause) (R) 909 ^ see also Staphylo¬ 
cocci 

Antibodies, see Anrcmia, Poliomyelitis, Thyroid 
gland 

Anticoagulants—870, m pulmonary embolism 
(Hunter and Walker) (C) 206, postoperative 
prophylactic (Chalmers, Marks, Bottomley, 
and Lloyd) 220, therapy with, 1247, (correc¬ 
tion) 1408, (Douglas) (C) 1350, see also Heart, 
Hypertension, Thrombosis, Thrombotest 
Anuconauhants, see Amemia 
Aniifcnilisin, see Feruhty 
Anti histamines, see Liver 
Antitoxin, see Tetanus 

Antistreptolysin and rheumatic fe\er (A) 479 
Aphthosis (MacKenna) 59 
Apoplexy, cerebral, angiography in (A) 32 
Appeal to Pnvy Counal, 106 
Appheators, gynaecological, see Sterilisation 
Appointment Systems in General Practice (film) 
1152 

Archibald, R M ,ischmmic heart-disease (C) 816 
Areas of Residence of Mental Hospital Patients, 
1396 

Argentaffinoma (LA) 355 

Ariel, I M , Treatment of Cancer and AlUed 
Diseases (R) 190 
Arm, tee Pam, Raynaud s disease 
Armed Forces, see Services 
Armitnge, P—cancer (C) 101, tetanus, 227, 
thrombosis, 627 
Army, see Services 
Arneil, G C }iron dextran (C) 268 
Arsenical haulm and weed killers, 643 
Arteries—auscultation of (Peart and Rob) 219, 
(Matthews) (C) 373, bank (Savage) (NI) 245, 
conjuncuval, small, in diabetes mellitus 
(Landau and Davis) 731, replacement and 
reconstruction of (Tibbs) 1313, (correction) 
1458, see also Aneurysms, Angiography, 
Arteriosclerosis, Atherosclerosis, Blood pres 
sure, Raynaud s disease. Thromboangiitis, 
Artenosclcrosis, humoral changes in (Schrade 
Boehle, and Biegler) 1409 
Arthrius—polyarthritis, bemgn (A) 535, re¬ 
habilitation of arthritic, 658, sternoclavicular 
(Crymble and Thompson) 673, see also 
Rheumatoid arthritis 

Asbcstosis and abdominal neoplasms (Keal) 1211 
Ascites—resistant, treated with lip hydroxylase 
inhibitor (Shaldon and McLaren) 1331, 
tumours destroyed by non pathogemc filtrate 
(A) 251 

Asklepios (Kerdnyi) (R) 79 
Aspin, J , bronchius (C) 872 
Aspirin, see Cholesterol, Kidneys 
Asthma—bronchial, diagnosis of (A) 304, chil¬ 
dren with, take waters (Mullins) (C) 440 | 

seasons and (McDonald) (C) 1354, see also 
Bronchodilators, Hydrocortisone I 

Atherolipid numbers, see Cholesterol 
Atherosclerosis—beta glucuromdase and (Kaya- 
han) 667, hpid and fatty aad composiuon of 
coronary and cerebral arteries at different 
stages of (Bottcher, Boelsma-van Houte, 
Ter Haar Romeny-Wachter, Woodford, and 
Van Gent) 1162, see also Heart 
Atkin, N B , cancer, 778 
Atkins, H J B , cancer (C) 101 
Atlas and Manual of Dermatology and Venereo¬ 
logy (Burckhardt) (R) 854 
Atlas der Phasenkontrasthtoatologie (Rind) (R) 
190 

Atlas of Anatomy and Surgical Approaches in 
Orthopedic Surgery (Consentino) (R) 631 
Atlas of Neurosurgical Techniques (Poppen) (R) 

26 

Atrial Septal Defect (Davidscn) (R) 631 
Atrol , see 2 Dimethylaimnoethanol bitartraie 
Atropine—by mouth, premedication with 
(Joseph and Vale) 1060, (Murphy) (C) 1298, 
(Rollason) (C) 1448 see also Mongols 
Auscultation, arterial (Peart and Rob) 219, 
(Matthews) (C) 373 
Autoclaves see Sterilisation 


Aviation (LA) 587 

Azzopardi, P , respiratory obstruction (C) 877 


B 

Babies—anoxia m (A) 419, bronchiohtis in (A) 
806, cot for newborn (Forquhar) 1152, 
devdopmental stages of, 500, Development of 
Infant and Young Child (Ilhngivorth) (R) 297, 
Diseases of Newborn (Schaffer) (R) 744, drug 
dosage for (A) 969, No Crying in this Cradle 
(Morrison and Goldman) (R) 1066, Physio¬ 
logy of Prematurity (Lanman) (R) 352, Pre 
maturity (Corner) (R) 797, see also Adapters, 
Blood, Brun, Congenital defects, Hypercal- 
ctemia, Intestines, Kidneys, Malformations, 
Malnutrition, AlUk, Nervous system, New 
Ikvbntions, Pathology, Respiration, Staphy 
lococa, Strontium, Surgery, Thyroid gland, 
Tniodothyromne 
Bacilli, atypical aad fast, 906 
Back, E H ,tetanus(C)601 
Back pom, see Spine 
BackcltjE M , family doctor, 1075 
Bacteria—airborne, \chic!es of transmission of, 
m hospital wards (Rubbo, Pressley, Stratford, 
and Dixson) 397, Clinical Bacicnology» 
(Stokes) (R) 1066, contaminauon of fabrics by, 
contact-plate technique for determining 
(Rubbo and Dixson) 394, gram negative 
bactcriacmia with sudden hypotension (Ald¬ 
ridge) 76 (Southwood) (C) 159, (Andersen) 
(C) 206, History of Bactcnology (Bullock) (R) 
414, see also Bacilli, Brucellosis, Clostridium, 
Microorganisms, Mycobacteria, Posteurclla, 
Shigellosis, Staphylococci, Streptococci 
Badawy, AH, uterine wounds, 944 
Badham, J N , obesity (C) 43 
Bnena, J S , what is wrong with me? * (C) 
1399 

Bagshawe, K D —adrenal cortex, 287, hypo 
kalsmia, carcinoma and Cuslung s syndrome, 
284 

Bahner, F, chromosomes (C) 300 
Boikie, A G »chromosomes (C) 368, and X rays, 
849 

Bailey, H , Demonstrations of Physical Signs m 
Clinical Surgery (R) 1066 
Bain, A M , extradural htcmaioma (C) 369 
Baird, Sir D , obstetrics, 557,609 
Baker, G P , acetone (C) 373 
Baker, S J , biopsy tube (NI) 686 
BalhW A ,shingles(C) 1139 
Ballanune R I W , Practice of General Anccs- 
thcsin for Neurosurgery (R) 352 
Ballantync, J C , Deafness (R) 136 
BalmCjR H jhicmodialysis(C) 1298 
Bangham,D R , serum proteins, 1173 
Bannister, R G —mitral stenosis, 329, pyrogen, 
118 

Barber, H S —osteodystrophy (C) 154, (O) 
1150 

Barbiturate poisoning, severe acute, treated by 
forced diuresis and alkalimsauon of urine 
(Lassen) 338 

Barbor, R , sports medicine (C) 817 
Bardon, D , mental hospitals (C) 1089, (C) 1347 
Barfield, M , Relaxation for Childbirth (R) 744 
Barium—level of, in blood in cancer (Thomas 
and Chittenden) (C) 209, sulphate embolism 
(A) 805, enema hazards of (Webster) (C) 1034 
Barker,! C ,trifluoperazine(C) 1304 
Barling, S G (O) 163 
Barnes, H D , porphyria (C) 762 
Barnett, C H , anatomical knowledge, 254 
Barmville,H L (O) 1150 
Baron, S , interferon, 946 

Barraclough, M A , respiratory infecuons, 1166 
Barrett, A M , hypersensitivity to milk, 3106 
Barrett, J , neuralgia (C) 1352 
Barrie H—drug dosage for infants (C) 1249, 
hyaline membrane (C) 1400 
Barrington, MR, black box (ML) 259 
Barson, G J , gallstones, 614 
Bartje, My Son (Van Houten) (R) 414 
Bartley, E O , nasal sinusitis, 581 
Barton R , mental hospitals (C) 1346 
Bass B H , pulmonary emphysema (C) 1349 
Bassan, H , myocardial infarction (C) 1148 
Batcher, F R , BRL 1241, 564 
Bateman, G H , Christmas Gifts Fund (C) 1148 
Bathing (LA) 1127 
Baxter, J S (O) 821 

Bayliss, L E , Principles of General Physiology 
(R) 529 


Beaches, see Sewage 
Beatniks * (Menkes) 1394 
Beattie, I T , mental health, 641 
Beaumont, G E ,^vard rounds (C) 1145 
Beck, J C , renal transplantation, 572 
Beckett, AG, diabetes, 14 
Bed, rest in, see Blood 

Beds—amemiy, m Scotush hospitals, 607, 
Emergency Bed Service, 105, staffed, number 
of, m mental deficiency hospitals (P) 94 
Bedsores—of gut (Spira) (C), prevention and 
treatment of (Hethenngton) (C) 372 
Beech, M , thyroid gland, 402 
Beecher, H K ■—Disease and Advancement of 
Basic Saence (R) 1232, Measurement of Sub 
jecuve Responses (R) 1124 
Bees—Queen substance, 271 

Before Our Time —Writer, doctor, and pauent 
(Dormandy) 594 

BcggjT B , steroid therapy (C) 493 / 

Behavior Genetics (Fuller and Thompson) * 
1284 ^ 

Bchr, G , trolley setting (C) 649 , 

Beit Memorial Fellowships for Medical Research 
1909-1959,607 
Bell, F H , units (C) 648 
BclljT M ,type 3 adenovirus, 1327 
Belyavm, G , appointment, 323 
Bcnethaminepenicill!n,angor animi after (Partha 
saralhi, Karunokaran, Knshnun, and Kala 
megham) (C) 1352 

Bcnirschke, K , kidney homotransplants (C) 980 
Bennhold, H , analbuminscmia, 1169 
Bentley, J F R , suction (NI) 852 
Benton, M , myalgia (C) 435 
Bcnzhexol m disseminated sclerosis (Ryle) (C) 
1403 

Beresford O D , chest radiography (C) 1194 
Bcrgquist, L M —atheroUpid numbers (C) 
1196, electroshock (C) 655 
Berlin, R , bruxism, 289 (correcuon) 500 
Berlync, G M and Berlyne, N , anarmia, 1275 
Beta glucuronidase and atherosclerosis (Kaya 
han)667 

Bethel), M F , medical supenntendenis (C) 100 
! Beihell, M S —‘ Libnum (C) 875 tnfluo- 
; perazme (C) 1450 
Bclilcy F R > urucaria (C) 980 
Bibliography—Bibliography of Internal Medi 
cine (Bloomfield) (R) 584, Selected Bibho 
graphy of Contraception 1940 1960 (Tietze) 
772 

Bick E M , Trauma in Aged (R) 962 
Bicknell, F , Chemicals in Food and in Farm 
Produce Their Harmful Effects (R) 1231 
Bicglcr, R , arteriosclerosis, 1409 
Bignold, C A (O) 1407 

Bilharziasis—Urological Aspects of Bilharziasis 
m Rhodesia (Honey and Gelfand) (R) 1124 
Bilirubin, level of, in scrum, effect of truodo- 
thyronme on, m premature infant (Shrand and 
Ruthven) 1274 

Bmns, T B , injections (C) 650 
Biochemistry—Biochemical Response to Injury 
(Stoner and Threlfall) 25, Medical Physio 
logy and Biochemistry (Ruch and Fulton) (R) 
1124, modern chmeal (Hendry) (Q 985, 
(Osborn) (Pinkerton) (C) 1033 (Woolf) (C) 
1091, (Hendry) (C) 1147, (Lov'*' (C) 1148, 
(Discombc) (C) 1192, (Davidso^ ^ 1251, of 
mental defect (Moncrieff) 273, 

Advances in Biochemistry (Goodwin) (R) 
1432, see also Histochemistry 
Biochemists pay, 1457 
Biological Engineering Soaety, 211,1097 
Biology—Progress in Biological Sciences in Reia 
lion to Dermatology (Ro^k) (R) 26, Space 
Biology (Hanrahan and Bushnell) (R) 1282 
Biopsy—tube, multiple retrieving small intes 
tinal (Baker and Hughes) (NI) 686, see also 
Kidneys Lungs, Prb'^tate gland 
Birch, C A , smolung (Q) 1252 
Bishop, A , chromosomes (C) 1450 
Bishop, P M F , chromosomes (C) 928 

Bishop W J Early History of Surgery (R) 1065 
Black, DAK, Esscnuals of Fluid Balance (K; 

474 

Bladder see Urinary bladder 
Blagg, C R —norcthandrolone, 577, thyrotoxi 
cosis, 1364 

Blank C E , chromosomes, 736 (C) 982, ( ) 
1450 

Bleeding, see Htemorrhage 
Bloise, W , chromosomes, 1059 
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Blood—^ibs dcr Phasenkontrasthamatologie 
(Rind) (R) 190, blood pjTUvate and lactate 
response of normal subjects to dextrose, 
sucros*, and bquid ^ucose (Dodds, Miller, 
and Ros ) 178 blood sugar m infants after 
lactose feeds (Haworth and Ford) 794 effect 
of phcnmdione and bed rest on coagulability 
of, after large intake of fat (McDonald and 
Fu^enon) 111, Hamatologischer Atlas (Stobbe) 
(R) 80, reduction of haemolysis during perfu- 
aca b> coUecuon and storage of blood m 
plasuc bags (Snow and (^ulson) (C) 154, 
transfused, and cardiac arrest (LA) 249, 
(Horsey) (MacRae) (C) 367, see also Abeta- 
Ilpoproicumnia, Ag amma glftVt tilingmigj 
Agranulocytosis, Aldolase, Ansima, Arterio¬ 
sclerosis Bacteria Banum, Bihrubm, Choles¬ 
terol, Erythrocytes, Haemagglutinauon, 
H a m a n gioma, Hamatology, Hannoglobm, 
Hzmolync disease Heart, Insulin, Leucocytes 
Lcukama, Lipids, Lipoprotein, Lytnpho- 
cyteSj Proteins, Purpura, Quinine oxidase, 
Lespirauon, Sulphamoglobinsmia, Thrombo- 
topvnia. Transaminases 
>d flow—cerebral assessment of, with radio- 
•tcuve tracer (Fieschi and Di Pietrantonj) (C) 
1400 ^enous, and elastic stocking compres- 
aoa (Meyerowitz and Crook) 122, see also 
Brctylium tosylate, Guanethidine 
Blood groups—dangerous group-O blood (Lock- 
ycr and Tovey) 1369, fractured hip and ( Cam - 
c«)nMe1jose,andWhitefieId)(C)1091 human 
^imer) (C) 370, Introducnoa to Human 
Blood Groups (Roberts) (R) 136 see also 
Acsiaia, Intestines 

Blood pressure—arterial, and environmental 
mauences (Cruz Coke) 885, mtracranial, 
rsised, assoaated with steroid therapy (Warm 
2 nd Evans) (Sneddon) QoUey) (C) 42 portal 
venous, m man, recording of (Shaldon) (NI) 
^ pulses disappearmg (A) 304 see also 
p.-^J^^osion, Hypotension, Lipoxidase 
aiood ^fusions—Blood Transfusion (Dts- 
cpab») (R) 298, clinical surtey of (Graham- 
2*^^) ^21 (Stafford) (C) 491 court orders 
jfsastoioa (ML) 976 exchange, dnp method 
0 (Valaes) (C) 496, for dental extractions in 
Jffflophilia (Nour-Eldin) (C) 102, frozen 
lood for (A) 1018 Handbook of Hasmato- 
^cal and Blood Transfusion Technique 
wclaney) (R) 413 heater for blood trans- 
luaoa bottle (Griffith) (NI) 1174, inortalitN 
an 10 Ooseph) (C) 709, (ZeiiUn) (Graham) 
^Vjraham Stet^-an) (Q 815, transfused blood 
r?i, 249, (Horsey) 

T}i^ ^ 2 e) (C) 367 see also Li%cr Malaria 
r Arteries Diabetes melUtus, 

Hypertension, Veins 

ow volume—and tolerance to pentolimum 
Jensen) 669, see also Nervous 

nttem 

^ 77, harmatoma, 167 

®a^eld A L Bibhography of Internal 
Medicme (R) 584 

aw A , fmous-sulphate poisoning 1120 

^ ^ —^Huntmgton s chorea (C) 982, 
^uoperazine (C) 1450 
^dofConuol 879 

R-1 , hehcopter (C) 932 

C-, artenosclerosis, 1469 

^nte, E atherosclerosis 1162 
(jjj » African Homiade and Suiade 

(0)1307 

Kira’I (0)930 

^ J H, pregnancy, 345 

human collection 
of and 

forceps (Sharrard) (NI) 
cim Bone (Four- 

Pnnuples of Bone X-ray 
1337 '^“no^ (R) 297, radioactivity of 
FetTLy r Aithnus, Bone-marrow 

^ ^fandible, Osteodj-strophy 

< 0 ^ 1 : a-aJ~ (()) ^36 motor- 

^ Mtrosdeicais 1162 
^ «aco2Eu]aMs 220 

(C) 1092 

(01319 T ' Klmefclter s sjudrorae 
» sj-ndromc 1039 


Bourne, J G —anzesthesia, 481 anasthenc 
machines (C) 377 b^trous Oxide in Dentistry 
(R) 909 

Bower, B D > chromosomes, 8^ 

Bowerbank, Sir F (O) 770 
Bothers, W F Interpersonal Relationships in 
Hospital (R) 1283 

Bowesman, C , Surgery and Chmcal Pathology 
m Tropics (R) 351 

Boxmg (Byrom and Daniel) (C) 931, (P) 1454 
Boyce, W H , Zolhnger EUison syndrome (C) 
652 

Bo\ cott, J A —pathologists (C^ 1084 Thames 
(C) 760 

Boy de, E , chromosomes 626 
Boyd, G S , blood-cholesterol and aspirm (C) 
1399 

Boy d, J F , wounds (C) 367 
Bozman, J E , mussd poisoning (C) 1450 
Bracken A , oxygen determination (KI) 411 
Bradley, J , hsToglycremia (C) 929 
Braham, J , neuralgia 892 
Brailsford, J F —acadents (C) 550 tssusted 
anUe (C) 1300 

Bram—abscess of, m infants and children, 
diagnosis of (Nestadt, Lowr\, and Turner) 
449 Cerebral Dominance and its Relation to 
Psychological Function (ZangwiU) (R) 6S8, 
closed mjury to (LA) 533, dise^es of basal 
ganglia (Denny-Brown) 1099, 1155, (LA) 
1178, poliom\ elms and brainstem (A) 860 
Postnatal Development of Human Cerebral 
Cortex (Conel) (R) 26, reduenon of mtra 
cranial pressure with hypertomc urea 
(Hancock) (C) 320 research on 1038 see also 
Anamia, Angiography, Blood flow, Encepha- 
hns, Encephalocele Hemorrhage, Hyper¬ 
tension, Meningitis, (Edema, Thyroid gland 
Branchial smus, surgi<^ remov^ of (Small) 891, 
(OossUng) (C) 9S6, (Cohen) (C) 1087 
Brandon K , bretvhum (C) 292 
Branwood, A W , glucuromdase (C) 1254 
Brara, N S , thromboanguus, 622 
Brazier, M Elecincal Acnvity of Nctnous 
S ystem (R) 1232 
Bread 1186 
Breast, see Cancer 

Bree, M H , Dement in Community, 217 
Breen, G E Thames (C) 649 
Breese, H W , toothbrush (C) 267 
Bremner A E , osteomyehns (C) 600 
Bretyhum tosylate—action of, antagonised b% 
amphetamine (Wilson and Long) (C) 262 
effects of on circulation (Taylor and Donald) 
389 muscle weakness caused by (Campbell ' 
and Moniuschi) 789 parotid pain during ! 
treatment with (Emmelin and Engstrom) (C) 
263 some pharmacological actions of 
(Vcmikos-Danellis and Zaimis) 787 syncope ' 
on exertion during treatment with (Brandon) ! 
(C) 262, see also Hypertension | 

Britain and America (Moore) 1339 
Bnush Assoaation for Advancement of Saence, 
591 

British Council for Welfare of Spasucs annual 
report 1959 60, 1097 

Bnush Industrial Biological Research Associa¬ 
tion, 1257 

Bnush Medical Assoaauon (A) 804 
Bnush Student Tuberculosis Foundauon 
(RossJier) (C) 926 
BRL 1241 irePcuioUm 
Broadbent T E radiographers (C) 369 
Brock, R. B , slenlisauon (Q 928 
Bred, J , hiTJertension, 773 
Brody, S , gonadotrophin (C) 99 
Broilers (A) 480 (Spmk) (C) 707 

Bromelam and cennx men (Duncan, Lawne and 

MacLcnnan) 1420 

Bronchi—adenoma of (LA) 355 bronchial 
flow m-icr (West) (KI) 90S bronchim 
chronic, cbemoproph^laxls in (LA) 1236 
(Winston) (C) 1395 bronchitis chronic, tnal 
of conunuous winie-therooiherapy in(Pndie 
Daita, Massey Poole Schneewass and 
Stradling) 723 (Aspm and Howells) (C) 872, 
(Murdoch and Gould) (Logb) (C) 1087 
Diagnosis and Treatment of Diseases o*" 
Trachea and Bronchi (Moersch end Andersen) 
(R) 29S see also Asthma Cancer Laryugo- 

tracheobronchius 

Bronchiolitis m infancy (\) S06 | 

Bmnehoddators and comcostcroxds m asthma ^ 
(Hume and Jones) 1319 

Brooke B N—clinical app oach, SIO ulcera- ^ 
tive colius, 64 


Broom, W A,, Mechanism of Action of TrK;n]| f| 
(R) 854 

Brough D 5 ornithosis, 18 
Brown, Alan (O) 1036 
Brown, Alexander, tetanus, 227 
Brown, DM, BRL 1241, 568 
Browm, I P , hy-poghcsmia (C) 602 
Brown, R J K, hypersensimity to milk 
(C) 1253 

Browne, F J , eclampsia (C) 762 
Broxil see PemoUm B 
Brucellosis in Britain (A) 694 
Brunner D ,m\ocardialinfarcnon, 1049 
Bruno, H W , diureucs (C) 1145 
Bruxism and chronic headache (Berlin and 
Dessner) 2S9, (correcuon) 500, (Moss) (C) 435 
Buchanan, W W goitre, 784 
Buckton, K* E ,X ra\*s and chromosomes, 849 
Buc\, P C , ^^eu^olog^ (R) 5S4 
Buerger’s disease does it exist (A) 969, 
(Dible) (C) 1138 
Bulbrook, R D cancer (C) 101 
Bullock, W , History of Bactenology (R) 414 
Bunke’“, C , Struggle to Return (R) 298 
Burckhardt, W , Atlas and Manual of Derma¬ 
tology and Venereology (R) 854 
Bum, J I, cancer (C) 814 
Bum J L jinjecuons (C) 650 
Burnet, Sir M —^Pnnaples of Animal Virology 
(R) 1012 Viruses (R) 961 
Bums—869 1392 earh grafung in (A) 915, 
pauent with cxtensise treated with anifiaal 
kidney (Goldsmith,lsakamoto,andKolff)lll, 
prophylactic chemotherap\ for ((3ason and 
Lowbury) 501, simple means of drying 
(Potter and Wardill) (C) 157 
Bums, J L , injecuons (C) 650 
Burrell, C D comsone (C) 70S 
Burston, Sir S (O) 555 

Bus dn\ers with ischarmic heart-disease (Archi¬ 
bald) (C) 816 

Bush, I , appointment 217 
Bushnell D Space Biology (R) 12S4 
Busquets, J , hpoxadase (C) 51 
Butterworffi R. F , pump (C) 652 
Buxton R St J , resuscjtauon (C) 157 
BnIcs, P H. hyTertension (C) 211 
Byrne M St (3, Essays and Studies 1960 (R) 
632 

ByTom r B boxing (C) 931 
Byssinosis, 213 


C 

C3srulopIasmins 1294 

Calaum—C3alaum Metabolism and Bone 
(Fourman) (R) 1231 see also Hypercalcremia, 
HyTioparathyTOidism 
(3alcy J P chromosomes (C) 1450 
(Hainan, C D , appomtment, 323 
C3alones, see Obesity 

(3ameron, A V , hamatemesis and melana, 507 
Cameron AH, abetahpoprotemamia 325 
Campbell, A G M , heatstroke (C) 1197 
(Campbell, E D IL bretyhum tosylate, 789 
(Campbell, E J M—administration of oxygen, 
12 Chmcal Physiology (R) 245 corpulmonale 
(C) 266 respiratory failure 10 
Campbell J chromosomes 626 
Camphor, see Whooping-cough 
( 3 amp 5 , F E , hy^ 3 c^senslU^^ty to xnilk, 1106 
Cancer—(A) 1239 adrenocortical activity 

increasrf, assoaated with (AUott and Skelton) 
278 (F-rrant and Insley) (C) 434, banum 
lesel m blood in (Thomas and Chittenden) 
(C) 209 bronchi^ inoperable treated by 
megavoliage X r 2 \ therapy (Mornson and 
Deeley) 618, bronchial with h\-poratr«nua 
and impaired renal tubular function (Rees 
Rosalki and Maclean) 1005 caronogeniaty 
of iron-dextran complex (Duihic Girdwood 
Hubble Maegregor Wayne Wil«on and 
Wilson) (C) 155 (Arntil) (C) 263 (Haddow) 
(C) t41, cell arculating (LA) 476 (Sp-iggs 
and Alexander) (Q 654, (Seilwood end Bum) 
(NiOO^) (C) 814, (Lewntus and Rosn- ) (C) 
1301 cell-division m dunng radiotherapy 
(Atkin) 776 Clinical Prospea of Cmcer 
Problem (SmiJi-rs) (R) 1332 h\*pokalienua 
and Cushmgs sy^d cme (Baeshawe) 2^4 
(Pamsh) (C) 603 ir'mu'usaucrn aguns in 
Sweden, 9SS mammary ad\’arc-d t-eavmmt 
0 *“ (A) 140 tna-nmary se!-ct.m of pa ’ 
with fo- adrenal •O'O'-'y c-d ctc~y 

(Atki-'S Bulbrock C c*-*wc»od 
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Supplement to the lancet 


Hnywnrd, MiicLcnn, Schurri and Armitngc) 
(C) 101, metastasis, biology of (LA) 1231, 
ccsophngcal, palliated by intubation (Greening 
and Ramsay) 1122, (Dark) (Cl 1250, (Greening 
and Ramsay) (C) 1401, pulmonary, and 
tobacco mosaic virus (Bothvvell) (C)) 436, 
(Katsilambros) (C) 934, pulmonary, inoper¬ 
able, tretaminc in treatment of (Morris and 
Davies (C) 370, resecuon of carcinoma of 
colon in presence of obstruction (Sames) 948, 
superdosage chemotherapy of (Humble, 
Newton, and Pegg) (C) 98, Treatment of 
Cancer and Allied Diseases (Pock and Ariel) 
(R) 190, ulceration, simple, and (A) 1288, 
(Parks) (Stcin-Werblowsky) (C) 1402, water- 
suppUes and (Abbatt, Lakey, and Matliias) 
1272 

Cannell, W A , Medical and Dental Aspects of 
Fluorldauon (R) 1065 
Cantcll, K , interferon, 682 
Cappcll, D r , pathologists, 863 
Copstick, H V , ‘ Librium ’ (C) 875 
Carbon diovide, see Oxygen 
Carbon monoxide poisoning treated with oxygen 
under pressure (Smith and Sharp) 905 
Cnrcinogeniaty, see Cancer 
Carcinoma, see Cancer 
Cardew, B , teaching (C) 1035 
Cardiac, see Heart 
Cardiff, gonorrhoea in, 254 
Cardie, J B , staphylococa, 124 
Care of Invalid and Crippled Children (Franklin) 
(R) 1432 

Carey, M E , obesity, 939, (C) 1303 
Carling, Sir E R (O) 213 
Carlstrdm, G , gonadotrophin (C) 99 
Carmichael, R J , Q fever, 971 
CaroUd sinus syndrome (Hutchinson and 
Stock) 445 

Carr, A J , glucuromdase (C) 1254 
Carri, M C , Echo \itu 3 (C) 1199 
Carroll, V P ,atherohpid numbers (C) 1196 
Carson, M B , cuff hypertension (C) 370 
Carstoirs, G M , appointment, 1259 
Carstairs, K C , glioma, 77 
Carswell, I, wards (C) 320 
Carter, C O , chromosomes, 678 
Carter, F S , dlabcuc’s syringe (C) 366, (C) 761 
Case, RAM , bladder tumours (C) 1192 
Cason, J S , burns, 501 
Casson, F R C , suicide (C) 1031 
Castleman, B , biliary cirrhosis (C) 765 
Casualties—mass, anaistltcsia for (Stephens and 
Bourne) 481, road, charge for (P) 1406 
Casualty Services and their Setung (LA) 689, 
698 

Catchpole, B N , sutures, 236 
Catecholamine, see Neuroblastomas 
Catheter, cardiac, mulupurposc (Nixon and 
Snow) (NI) 582 
Cat scratch disease (LA) 532 
Catterall, R D , vaginitis, 526 
Catzcl, P , Paediatric Prcscribcr (R) 530 
* Cclbcnin', see BRL 1241 

Cells—serological difference between young and 
old (Hougie) (C) 211, see aha Anicmia, 
Cancer, Interferon 

Central Health Services Council, 216, 218 
Cerebellar, see Brain 
Cerebral, see Atherosclerosis, Brain 
Ceruficate, medical, see Cremauon 
Cham, E B, BRL 1241, 564 
Chair, rocking, therapeutic value of (Swan) 1441 
Chakrabarti, R , fibrinolysis, 622 
Chalmers, D G , anticoagulants, 220 
Chalmers, T M , urine, 6 
Chambers, R , medical superintendents (C) 266 
Chandler, G N , hmmatcmesis and meloma, 507 
Chandrasekaran, S , electrocardiography (C) 155 
Charles, Sir J , retirement of (A) 1237 
Charlton, J C , truodothyromne (C) 1090 
Chartered Society of Physiotherapy, 880 
Chavassc, C C H , harvest mite (C) 265 
Chekhov, Anton (Dormandy) 594 
Chemieal Senses m Health and Dlseose (Kalmus 
and Hubbard) (R) 1065 
Chemieals m Food and in Farm Produee 
Their Harmful Effects (Bicknell) (R) 1231 
Chemistry—Chcmicol Micromclhods in Clini¬ 
cal Medicine (Wilkinson) (R) 1012, see also 
Biochemistry, Histochemistry 
Chesni, Y , Neurological Examination of Infant 
(R) 1124 

Chest—Diagnosis and Treatment of Tumours 
of Chest (Spam) (R) 1382, see also Heart, 
Lungs, Mediastinum, Radiography 


Chiorelh, B , chromosomes, 130 
Chickenpox, sec Slungles 
Chickens (A) 480 

Childbirth—death In (P) 211, here and in 
USA* 713, UcHxiuon for Childbirth 
(Barfield) (R) 744 

Cliildren—Advances in Pediatrics (R) 688 , at 
plaj (A) 301, Birijc, My Son (Van Houten) 
(R) 414 Care of Imalid and Cnpplcd Chil 
dren (Franklm) (R) 1432 cluld mothers *' 
(Graf)(C) 266, dc\clopmr (A) 967, Develop 
ment of Infant and \ oung Child (Illingworth) 
(R) 297, handicapped, 1258, employment 
problems of (A) 478 Health> Child (Stuart 
and Prugh) (R) 1066, in prison, number of 
(P) 313, mentally handicapped, 218, Mentally 
Handicapped Cldldren Growing Up (film) 
1457, of nurses, looling after ((3oghlll) (C) 
1148, Pxcdiatnc Pathology (Siowcns) (R) 79, 
Pcediatric Presenber (Citrcl) (R) 530, 

Pediatric Dermatology (Perlman) (R) 797, 
remanded to prison (P) 1256, sacro iliac 
joints in, 1380, see a!so Adapters, Asthma, 
Brain, Chromosomes, Ears, Infection, Intes¬ 
tines, Nervous system, Nfvv Invtntions, 
Potliology, Respiration, Tobacco smoking, 
Tropics, Wives 
Chinese view (A) 1387 

Chittenden, R A , blood barium m cancer (C) 
209 

Chlorhexidmc in burns (Cason and Lotvbur>) 
501 

Chloroform syndrome? (Jond) (C) 97 
Chloroquinc, see Sarcoidosis 
Chlorothiazide in dnbeics insipidus and psychic 
polydipsia, contrasting clTcct of (Ddvid, 
LAszld, and Kovdes) (C) 210 
Cholera—in Afghanistan, 544, (Perabo) (C) 877, 
potassium m treatment of (Watten and 
Phillips) Q99, (Cranston) (C) 1089 
Cholesterol—effect of electroshock on levels of 
lipoprotein—cholesterol in scrum (Searcy, 
Davis, and Bcrgquist) (C) 655, m blood, 
effect of aspinn on level of (Eidhtz) 1123, 
(Gibson) (C) 1297, (Alexander, Macdougall, 
Oliver, and Boyd) (C) 1399, lipoprotein and, 
in scrum, expression of relationship of 
(Searcy, Carroll, Davis, and Bcrgquist) (C) 

1196, (Oliver) (C) 1298, tnparonol and (A) 968 
Chorea, Huntington s, treated with perphenazine 
(Pakenhom-Walsh) (C) 767, (Conway and 
Bonrdman) (Pakcnhnm-Wnlsh) (C) 982 
Qiorcmis, K , poliomyelitis (C) 318 
Christie, R , Staph attreus, 1228 
Christmas Gifts Fund (Hondficld Jones) (C) 
813, (Bateman) (C) 1148 
Christophers Textbook of Surgery (Davis) (R) 
798 

Chromatin, see Chromosomes 
Chromosomes—analysis of (Stewart) (C) 651, 
(Botturn) (C) 1092, anomalies of (LA) 191, 
(Smith) (C) 319, (Mitlwoch) (C) 597, (Gccris) 
(C) 766, (Koplan) (C) 934, in bleb diseases 
(Engel) (C) 369, cluld with 49 (Froccaro, 
Koiiscr, and Lmdsten) 898, (Froccaro and 
Lindstcn) (C) 1303, complement of, in true 
hermaphrodiusm (Ferguson Smith, Johnston, 
and Weinberg) 126, damage to, Induced by 
X rays (Tough, Buckton, Baiklc, and Court 
Brown) 849, double male * (Muldal and 
Ockey) (C) 492, extra, and Barr chromaun 
bodies (Poli) (C) 46, ferule female with 
XO sex chromosome consutuuon (Bahncr, 
Schwarz, Hnrqdcn, Jacobs, Hienz, and 
Walter) (C) 100, fertility and ohgophrenio in 
apparent triple X female (Stewart and 
Sanderson) 21, gonadal dysgenesis (Turners 
syndrome) with mole phenotype and XO con¬ 
stitution of (Bloisc, Morques dc Assis, Botturn, 
and Ferrari) 1059, (Martin) (C) 1199, (Hirsch- 
hom, Cooper, and Miller) (C) 1449, hcr- 
maphrodiUsm, true, with XY/XO mosaiasm 
(Hirschhorn, Decker, and Cooper) (C) 319, in 
hermaphrodite with some features of Kline 
fcltcr 8 syndrome (Gordon, O Gorman, 
Dewhurst, and Blank) 736, (Bishop and 
PolanI) (C) 928, (Gordon, O Gorman, 

Dewhurst, and Blank) (C) 982, m Klinefelter s 
syndrome (Leon, Ferrari, and Bottura) (C) 
319, in hydauform moles (Stoltc, Von Kcsscl, 
Scclcn, and Tijdmk) (C) 1144, mongol and 
some other (LA) 1068, new type of abnor¬ 
mality of, m gonadal dysgenesis (Fraccaro, 
Ikkos, Lmdsten, Luft, and Kaijser) (C) 1144 
of true hermaphrodite (Marques de Assis, 
Epps, and Bottura) 129, primary amentia and 1 


micro orchidism assoaated with XXXY icx 
chromosome consutuuon (Ferguson Smith, 
Johnston, and Handmakcr) 184, sex chroma 
tin single or double ? Games) (C) 363, irans 
location of, as cause of familial morsoUsm 
(Carter, Hamerton, Polani, Gunalp, and 
Weller) 678, translocauons of, in mongolum 
and normal rclauves (Peruose, Ellis, and 
Dclhanty) 409, irisomic condition of large 
chromosome in woman with mongoloid traits 
(De Carh, Nuzzo, Chiarelh, and Poll) 130, 
Gacobs, Hamden, Court Brown, and Baikie 
(C) 368, tnsomy assoaaied with Slurge- 
Weber syndrome (Hayward and Bower) 844, 
(Lchmaim and Forssman) (C) 1450, XXX 
syndrome, frequency of, among mentally 
defccuvc and fcruliiy (Fraser, Campbell, 
MncGillivTay, Boyd, and L^ox) 626, 
\YfXO mosaiasm (Blank, Bishop, and Caley) 
(C)1450 

Ciba Foundation, 824 
Cigarettes, see Tobacco smokmg 
Citron, K M , elhionaimde (C) 1143 
Chremont (61m) 1040 

Clirk, D H, doctors, adnunisiraiors, and 
therapeutic wmmumues (C) 490 
Chrke, A D B , mental dcfiaency (C) 984 
Clarkson, B , oedema (C) 1032 
Classification of Occupauons, 1257 
Clausen, E , acctylsalicylic aad (C) 767 
Clavicle, see Arthrius 

Clayton, C —admission of documents to appeal 
ngainst G M C (ML) 309, appeal against 
GMC (ML) 309 

Clcobury, J F —psy chiatry (C) 433, road safety 
(C) 159 „ , 

Clinical Applicauon of Anubioiics (Florey) 
(R) 189 

Chmeal Bnctcnology (Stokes) (R) 1066 
Chmeal Gastroenterology Goncs and Gummer) 
(R) 1381 „ . 

Clinical Mcdiane and Psychotic Patient 
(Ehrcnilieil and Marchand) (R) 1431 
Clinical Physiology (Campbell and Dickinson) 
(R) 245 . 

Clinical Prospect of Cancer Problem (Snuuic«/ 
(R) 1332 . 

Clinical Tropical Diseases (Adams ana 
Maegrmth) (R) 910 

Chthcroe, H J , menstrual sumulant, 960 
Chstndwm tvekhtt, food poisoning by, 1151 
Coates, J B , Surgery in World War 11 (R) 2M 
Cocadioidomycosis, pulmonary, coexistent vn 
tuberculosis (Reams) 1281 
Cockshott, W P , mycetoma, 1112 
CoghilljN F, nurses children (C) 1148 
Cohen, A , influenza, 791 
Cohen, S I , imiprnmine (C) 1194 
Cohen, S J , bronchial sinus (C) 1087 
Cold injury, see Tropics 
Coleman, P N , pathologists (C) 1085 
Coles, H M T , T-substance, 1220 
Colius, see Intestines , 

Collected Papers of Paul Ehrlich (HimmclwwW 
(R) 1231 . 

College of General Proctiuoners, 1184, 

Colley, J R T , respiratory infccuons, Iloo 
Colhn, M , staphylococci, 124 
Colon, see Intestines » 

Colonial Medical Service (P) 162, (Davies) I ; 

ColoMn, P E, Pnnaplcs of Orlhopicdic 

Surgery (R) 1066 /rtnifith. 

Coloured Immigrants m 

Henderson, Usborne, and Wood) (R) 
Comfort, A , Datwm and Freud, 107 
Compton, A , vacane (C) 98 xj,,man 

Concl, J L , Postnatal Development of Hum 
Cerebral Cortex (R) 26 

CONTBRIiNCIIS, CONGRESSES, AN? 

British Congress on History of ”" f 

Pharmacy, Ist (A) 804, Chartered 
Physiotherapy annual congress, * *Menl 
Air Conference, 879, conference on aeddent 
surgery, 1392, conference o" f '’4 “ on 
conscience in modern medianc, J , „ 

fcrcncc on hospital service, g 

on recent advances in renal „ 

conference on sexual deviation, ’ ^ 

fcrcncc on Wilson’s disease, A1587, 

Congress of Aviation Medicine, Sth f 
International Academy of Pathol 8 T 
posium on kidney, 39 Internauonal com 
cnce on Congenital j’j^i Vice 

Imcmationol Conference on Medical h 
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ironies, M 555, International Conference 
on Sarcoidosis, 544, Intemanonal Confess 
of Hscsia.o^cg>, 8th, 867, Intemanonal Con¬ 
gress c*" Internal Medicine, 6th, 646, Inier- 
naaonal Congress of Nephrology, 1st 644, 
in^emaaonJ congress on bums, 1st, 869, 
Tfif»rrt»ti (trial CcngTcss On Nutnuon, 5th, 701, 
Intcamcnal Congress on Occupational 
Halh, 13lh, 429, International Goitre 
Cocfcrtncc, 4th, 164, (TajloO 1187, Int^- 
p»rntr^a1 PoLomycUtis Conference 5th, 311, 
International Society of Geographical Patho¬ 
logy 7ih international conference, 149, | 
Natimal Soa^ty of Childrens Nurseries 1 
ccnfcrence on working wives (^) 1123, 
Procccd-ngs of Second International Con¬ 
venes ca Medical Electronics, Pans 1959 
(Smr^) (R) 1232, Soaiti Intcmanonale dc 
Onmrg:* Oithopedique ct de Traumatologie, 
Sih congress 702, Symposium on Ann- 
ccagalant Therap>, 1247, (correction) 1403, 
(Douglas) (C) 1350 symposium on gastnc 
secretion ^5 symposium on imm u n ology 
tn rheumatic diseases, 1031, symposiu m on 
pa±ogcnes.s of essential hypertension (Wil¬ 
son) 1077, symposium on thrombosis and 
anacoagulmt th ^py , 870, Symposium on 
T ransp arency of Cornea, 798, symposium tm 
onuses of tid:-bome cncephahtis, 1025, 
Wo^li Federation for Ment^ Health, 13th 
annual meeting of, 428 


Congenital defects—Congenital Malfcnnatioas , 
{Wclrcaholme and O Connor) (R) 854 , 

Introduction to Congemtal Heart Disease 
(Siarcroth and Segal) (R) 351, Marins 
syndrome (A) 53^, of femur (A) 85, see also 
Eyes 

Congo—Congo Medical Relief Ontre (A) 358 
WH.0 ad fir, 324 (A) 358, 555, 607, 658, 

823,1037, 13X1 
Ccniunctiva, see Eyes 

Censenano, R., Atlas of Anatomy and Surgical 
Apy-o«2ies to OnhopsKiic Surgery (R) 631 
Censtn^-e Work for Mental Health in Hong 
Kcng (Pnestley) (R) 352 

Cesrdt-nts—outpaneats and (P) 212 part-time, 
P*r**t£treatmeniby (ML)818 rep-eseatstion 
^ (Pi 1255 representation of regional board 
htap*t2l (Regional Hospitals Consultants and 
SpeoaLsts Assooanon) (C) 1138 
^^^^racepnoa—oral contraceptives, 256, Selec- 
tedShLography of Contraception 1940-1960 
Cn-3e)772 

Contributions to Obstetrics and Gynaecology 
(Shrodkar) (R) 1176 

^*^0! cf Comminunicable Disc2scs in ?yi£n, 
213 

J V j Surreal Treatment of Facial 
Icraies (R) 136 

oxygen for (A) 1239 
S—Huntingtons chorea (C) 9S2 
tnSicperazine (C) 1450 

C., intussusception 1359 
«««,R.T thjTOditis (Q 873 
r^'%R-R. A.,hypersensitnt> to milk, 1106 
H- L.---hmnaphroditism (C) 319 
Tcm;i«, symJiome (Q 14,9 

I tioUcy-settmg (Q 877 
W S C., Docto*s anti Disease in 
Times (R) 853 

—metahohstn of 1294 acute poiso ning 
g 'Semple, Pany end Phillips) 700, 
(Ttucble) (Q 1035) 
i« Eyes 

B Prematurity (R) 797 
_ ue Atherosclerosis Heart 

^puhacaale, ut CFArrr, 

therapy, see Pitmtary gland 
^^^oittnrd—and raned intrathecal p-essure 
De Kegn G-illo and Tartarmi) (Q 
tiifections (LA) 913, see else Bron- 
*eiazttra, In estmea 

,eotrophm—and long-ocntmued steroid 
OS-alkdea) (C) 321 (Desrar) (Q 54S 
iet_nigl;5 (Mfller) (Q 1034 releaaed for 
1039 see else Vnsse 

^ fiilure cf, to co'r ec t impaned sratcr 
^ patients with sup^ellar tumours 
a^ Ho-nabrook) (C) 497, {BurreU and 
C,^:52^)(».larks)(C)70S 

r newborn (Farquhar) 1152 orerbead 

; ‘ (C) 1199 

I Cc^C “ A.,btLaiy Kreaj^294 

1 213 

A., perfus-on (Q 154 
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Court Bro-m AL, chromosomes (C) 363, | 
and X rays, 8,9 j 

Cos, H T dumping syndrome 1261 
Cos,R. syringe (ND 6S7 

Crabb, E D , Lynphocjqes and M-st CeUs 
CR)910 

Crabb, V7 E.,s^ph}loccoci. 510 
Craddock, A L , coronary thrombo'-s (C) 13,6 
Crammer J 1~, cycles (Q S74, (<3) °2i 
Cramum, see Skull j 

Cranston, W I, cholera (C) 1039 
Crash Iniunes (KUosrski) (R) 632 
Craa-ford, J P mental obser-anon vards CM j 
1399 ^ 

Ch-airfotd, N , galls-ones, 614 ! 

Creatmme, escrenon of and no-ctlundiolone j 
therapj (West) (C) 48 _i;~ . ! 

Cremaaon, conStmato'y medical - i 

befo-e (Dabbing) (Hethennron) ^ 1 

(hmden) (C) 101, (Hetheiinr=a) (C) lo7 
Cretins, see Thwo d gLnd 

Cnchton, J U , ahcylate poisomng, 8,0 ( 

Cnme—African Honuade and Smade j 

non) (R) 6SS Criminal Last- Rens cn Cem- 
Snee second repo-t (Suiade) 97^ D«f;- 
“^of Secret Homicde (Havyd) (R) 12So 
influence of o game disease on (S earartj 91 
medical esammanon o^ accused W ! 

I 1455, Roots of C-ime (Glover) (R) '9 ^'7“,- 
(Casson) (C) 1031, (Ahrenfelot) (O 11^ 

, (Stengel) (C) 1252 see else Puii_n-*-ir 

Responsibihtv _ ~,ico 

Cttmmsl Justice Bdl, 10S2, (LA) ^ 

Cnsp, E J Due Lesions ^d Ml- L.tet 
veneb-al Derangements (R) 1232 
Crocket, R. ^ , dooro^, admm^ and 
therapeimc communities 359 
Crompton M R-,ghcmS, 77 
Crock A., blood Sow, '22 

r, D’eji^ ? ''' 

Crosslins, F T , 

Crosva, S , hosp-tals (Q 12-19 h—'er- 

Cruz-Coke, R.— blood-presmie, SSe, 
tension (C) 933 

Ciymble, B , remoclavicular arthritis, 6ia 
eSigan B I .^beticsr-im^(C)5^ 
Cunuis J X , Modem Saennfic Aspects 
Neurology (R) 474 

^ Current Medical Research 772 

cJ!?S Surgical (Mulhclland, 

Ellison and Fnesen) (W 
^ Cush-ng’s syndrome, see Canc^ 

Cycles, no all are mens^ (&a-mier) (O 
' 874, (Crammer) (Dalu^fC) 927 

and Leonard) 951 _ . 

Czechoslovak Academy of Saenccs, 103S 


Dalgleuh P H., vaceme (O 375 
Sshgaard-Nielsen, T ^gram- (O 877 
Dalton, K. '7=1“ ^ p,, 

Daniel, F « boxmg (^31 

Dan Alason Research Committees repv 

staff nurses 272 ,/-n lanz 

D Aicy P F ,ironF'ep-raticns (O 1394 

S's .^b^SiS^'^ExLunation of 

DST.SoJSgl^ (C) 1230 
Darssm, Charte (Cot^) 107 

“199 lal 

Dr K^yofHcp«ns(R)-..4 

2^ f-lf^'Lher’s Textbook of Surgery 

D.-is F, A.,harvev n y (Q ^1 
Dz\*is R. H-, 


Sutypletnent to the lascet vu 

Davis, VT H —aJierohpid numbers (C) 1196 
e'ectroshocl- (C) 655 
Deal, see Ears 

Dcaiis—&om Irjksmia (P) l-xOa m childbum 
(p; 211 maternal (LA) 300, sec eLo -Anss- 
jietic, Blcod tians'n. on. Milk Thorotras', 

A lUj statistics 

De CatL L chromosomes 130 
Deexer,— H hermaphroditism (Q 319 
Decomp-ession ' chness, rad-ograpby m (*) ob" 
yye^cy, T J b onchi J cancer, 618 
Defects, £ Congenital defects 
Dehidrcno- (Leithecd and PJLster) 11, 

Dejode L R. rectal imgator (ND 533 

Desib-n, A .Ncuro’or oflnfancv (R) lOO 
Dektane F , c-tuthosis (C) 6,3 
De ICrcts^ A J , rsis-td ankle (C) 1300 
DeLn-y, J VT Handbook of Hmnrolo^cal 
end Blood T-unsfLsion Technique (R) 413 
De!hants,J D A , chromosomes,-09 
Deunum (A) 85 

Dement in Commsm-ty (B-^) 21 / 

! Demograpnic Yearbook 1959 Tt) 1176 
i Demonst^ons of Fh,-ical Signs m Oimcal 

1 Surge- (Bail's) (R) 1066 __ 

j DcnbO'cugb M A, de-ths from EnasX-tic 

DeN^i'i co-ncos-ero ds (C) 76, 

1 Denham,;, LTonum (C) So 
I Denn -B-o-n, D , basal gangLa 1099 lln5 
DenuJ « Teem 
P»nt2_trv, see Teeth 
1 Dentists se Pay 
I D*?"^ Pr*chi2try 

I De^ma.olcg^ see Skm ^ rR'\ 

1 Deren Documents CHcgb*n .md C.css) (R) 

I 414 

I _L , b-uxism, 239 (co-ccnon) 500 

Dc-eemm o'’ Secret Homiade (Ha-ard) W 1^3 
Ts„, ,-v, 'I E—endemic cremusm and deaf- 
Sns4(C)770 tmodothyr^c fC) 59S 
DeAaltta E , i>DPOmtment 103S 
Devas, M B , frccnired fibula (<3) Hi/ 
5rdJp'^=t c' Lifant and Acung Ciild 
(I!hngsro"th) 'R) 297 

Devereui G Studs of isbo-coa m Pnmi-ve 
Soaeties (R) 795 

De-on-hze, Ves*, na-ural rad-oacnvir- la 
^?«^?phK =' Cobban, Laxey and 

Math-cs) 1272 

Dew, J , (rnithosis, IS - e 

Desvar V A , stero-d tberap- (Q piS 
De Va-dene-, H. E appomtment 105 
DeV^e, D D Textbook of Otolaryngo’ogs 

D^bursi C J , chremosomes 736 (C) 0S2 
g^riiie Docto' (Hc^-d) (R) 534 
TA*,; I ? T! see Iron-destmn 

Dextrose—-cnous thrombosis during infusion 
^S^skes, and Armit-ge) 627, tee els. 

Diabetes ins-pidus ire Chlo-o-^iL 

Diabetes melktus—conpmcti-al attenes, s—11, 
m (Landau and Davis) 731 detecnon of 

P-A.beles by gluco«e toletmce ^ sj^- 

k^by p-edmsolon' (Go o, Kao Taluw-mi, 

Du-betie ABC (Law-ence 
a?'! 1176 du-benc rennepa-hj and renal 
^ ci-gncsiso'(LA)7,5 (F-e^) 

(C)’'9S7, (Rad) (O 1141 glomi^csclen™ 

id-ohs-pogbsseal in hypopbysK- 

. SnSd seiien^os and Luff) 897 re oio 
lasulm Tolhasannde 

ni_b^uc Stenlisanon r T^, 

Mgnosis and T'mtmm 
r eSes of Trachea and B-onchi (Mce^ m 

Ande-sen) (R) 293 Diagncms an- 
o*" Tumours cf Ches (Sp:^) W y 
di.gnostia machmes (Ham) (O 
nr^e reasonmg and logcscope (Nash) 144- 
Frenehs Index 0= Diffenm.—I D^anosj 

(C)9=6 (O 

^ S T= Lbel-'d f m 907 

^ 'irctnbee-s (Hobbs and Da ’«) 

^ p _ la c' Be— X ray D -an'-sis 

1 a— 1 E'a-r 

fSm-'-i) CR) 29“ see cl ^ 

orb- = tFdb-us H,-poparaff-/'F_ m 

^ °m_n?n Pres-_ne- R-i-=’og-, Aasm 

D-suo<ms or Ton r-Seora es this is yo-- 
1C24 
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Diarrhoea, see Intestines 
Diblc, J H , Buerger’s disease (C) 1138 
Dick, B M , Te\tbook of Surgical Pathology 
(R) 1382 

Dicke \V K , diarrhoea, 296 
Dickins, A M , pudendal nerve block (C) 156 
Dickinson, C J —Clinical Physiology (R) 245, 
hypertension and stroke, 342 
Diesel fumes (P) 1190 

Diet—British in 1958 (A) 537, strontium 90 in 
(A) 803, see also Obesity 
Dieutians—shortage of (A) 636, (Jamieson) (C) 
763, (Bolger) (C) 930, (Grant) (C) 1195, 
survey of \\ork of, 1202 
Differenual Diagnosis of Yav.s (Hackctt and 
Loewenthal) (R) 961 

Dihydrotachysterol intoxication, protection by 
anti mineralcorticoid against otherwise fatal 
(Sel>e, Gnsso, and Padmanabhan) (C) 1350 
Dijk, M , Zollinger Ellison syndrome (C) 1094 
2 Dimethylammoethanol bitartrate, ree Psy¬ 
chiatry 

Dinners—Chartered Society of Physiotherapy, 
^ 713, dinner to Dr W N Pickles, 1203, 
Harveian Society of London Buckston 
Browne-Gray Hill dinner, 106 London 
Hospital old students* dinner, 938, Middlesex 
Hospital Medical School annual chnner, 824, 
Royal College of Obstetricians and Gynecolo¬ 
gists banquet, 218, Royal College of Surgeons 
of England Buxton Browne dmner, 217, 
Westminster Hospital old students dinner, 
937 

Diphtheria in—Derby, 759, Liverpool, 812 
Di PietranionjjP , cerebral blood flow (C) 1400 
Directory of Collections and List of Species 
Maintained m Umted Kingdom, Ghana, and 
Trmidad (A) 1130 

Disabled—Equipment for Disabled (Agerholm, 
Hollings, and Williams) (R) 1231, rehousing 
of, 1396, see also Driver 
Discombe, G—biochemistry (C) 1192, Blood 
Transfusion (R) 298, sulphamoglobinemia 
(C) 371 

Discs, intervertebral, see Spine 
Disease and Advancement of Basic Science 
(Beecher) (R) 1232 

Diseases of Nervous System in Infancy, Child 
hood and Adolescence (Ford) (R) 1332 
Diseases of Newborn (Schaffer) (R) 744 
Dislocations, see Fractures, Shoulder 
Distant Early Warmng Line—-Dew Line Doctor 
(Howerd) (R) 584 

Diureucs—(A) 1335, in management of 
obstrucuon of superior vena cava (Lewis) 
(C) 1305, oral, dangers of, in hot climate 
(Bruno) (C) 1145 
Divided Self (Laing) (R) 631 
Dix, V W , Encyclopaedia of Urology (R) 1175 
Dixon, H G , sickle cell disease, 516 
Dixon, J , Portrait of Social Work (R) 632 
Dixson, S—airborne bacteria, 397, bacterial 
contammation of fabrics, 394, Staph aureus, 
1225 

Dobbie, J L , hyaline membrane (C) 1252, (C) 
1300 

Dobbing, J , cremauon (C) 44 
Dobbs, R H , biliary atresia (C) 494 
Dr Kelly of Hopkins (Davis) (R) 474 
Doctors—(A) 1181, administrators, and ihera- 
peuuc commumties (Crocket) 359, (Clark) 
(C) 490, (Gilsenan) (C) 552, (Duffield) (C) 
649, cost of becommg (Morns) (C) 45, 
(Raeburn) (C) 155, Doctors and Disease in 
Tudor Times (Copeman) (R) 853, emergency 
calls for (P) 270, National Service and, 1258, 
on council housing estates (ML) 1354 over¬ 
seas (P) 1150, preparauon for profession 
(Ellis) 1041, (Smith) (C) 1301, too few? (A) 
534, (correction) 714, (Seale) (C) 596, tuber¬ 
culin testing of (McCann) (C) 439, (Stewart) 
(C) 554, see also Consultants, General pracU- 
tioners. Pay, Wilhnk report 
Dodds, Sir C—blood, 178, urticaria (C) 930, 
(correcuon) 1040 

Dolgcr H hypoglycasmia (C) 158 
Dollery, C T , hypertension (C) 261, 381 
Domestic Food Consumption and Expenditure, 
1958, (A) 537 

Donald, K W , bretyhum tosylate and guane- 
thidine, 389 

Donaldson, M what is wrong with me ? (C) 
1194 

Dormandy, T L Anton Chekhov, 594 
Dormer, B A , tuberculosis, 837 
Dosseter J B renal uansplantauon, 572 


Double Bhnd (Wilson) 109 
Douglas, AS, anticoagulant therapy (C) 1350 
Douthwaite, A H , French’s Index of Differen¬ 
tial Diagnosis (R) 1176 
Dove, G A W, cesophageal cast, 1279 
Downman, C B B , appointment, 271 
Doxiadis, S A , kemictcrus (C) 44 
Draper, I T , phenol (C) 265 
Dreams, see Psychology 
Dressings for prnate patients (P) 1190 
Drip rate recording and control, 164 
Driver—disabled, and parking (Inman) (C) 764, 
see also Heart 

Drugs—approved names for, 444, 1244, 1258, 
dosage of, for infants (A) 969, Barnc) (C) 
1249, for private patients (P) 1190, Index of 
New Products, 323, Measurement of Sub 
lectivc Responses (Beecher) (R) 1124, names 
of (Miller) (C) 986, prescribed, labelling of, 
1343, prices of (P) 1404, (A) 1437, (P) 1455, 
proprietary, brand names of (P) 162, pro¬ 
prietary, prices of (P) 213, ‘psychothera¬ 
peutic (Duddington) (C) 102, see also 
Addiction, Antibiotics, Anucoagulanis, Anti¬ 
convulsants, Bronchodilators, Diuretics, 
Tranquillisers 

Drummond, A , central stenle supply (C) 490 
Dubois, O , Echo virus (C) 1199 
Dubrowitx, V , disease of muscle, 23 
Duddington, A, psychotherapeutic drugs 
(C) 102 

Duffield, J E—doctors, administrators, and 
therapcuuc communities (C) 649, mental 
hospitals (C) 1347 

Duke Elder, Sir S , Transparency of Cornea 
(R) 798 

Dumping syndrome, see Stomach 
Duncan, I B R—memngius, 470, polio- 
myelms (C) 204 

Duncan, S L B , bromelain, 1420 
DunUey, E W , neurological pracuce, 1290 
Dunlop, EMC, vagimus, 526 
Dunnet, W N , staphylococcal infection, 1227 
Durham, R H , Encyclopedia of Medical 
Syndromes (R) 297 

Durrans, S F , respiratory obstruction (C) 1145 
Duthie, J J R , iron dexiran (C) 155 
Dying, care for (A) 195 

Dyke, S C, Recent Advances in Clinical 
Pathology (R) 530 
Dykes, P , dry mouth (C) 1353 
Dyspnoea due to subclimcal amccbiasis (Hamilton 
and Lutwyche) (C) 1352 


E 

Early, D F , industrial therapy, 754 
Early History of Surgery (Bishop) (R) 1065 
Ears—children, very deaf (A) 640, (Owen) (C) 
762, (Gaskill) (C) 814, (Shorrock) (C) 873, 
(Whetnall) (C) 874, (Gaskill) (C) 933, (Ingall) 
(C) 1088, deaf-rnuusm and endemic cretinism 
(Deutsch) (C) 769, Deafness (Ballantyne) (R) 
136, telephone for partly deaf, 272 Textbook 
of Otolaryngology (DeWcese and Saunders) 
(R) 246 

Eaton, J C , units (C) 600 
Eckersley, J H , vagimus, 526 
Eclampsia—eeuology of (Browne) (C) 762, post¬ 
partum prc-eclampsia (McFadyen) 1009, 
(Sophian) (C) 1086, (Theobald) (C) 1147, 
(Sophian) (C) 1200, (Salzmann) (C) 1250, 
(Sophian) (C) 1399, pre eclamptic toxiemia 
(Salzmann) (C) 45 

Eczema vacanation, fatal case of (Reynolds) 684, 
(Whittle) (C) 760 

Edathamil calaum disodium in treatment of 
acute poisomng by ferrous sulphate (Simpson 
and Blunt) 1120 
Edis, M A , infusions (NI) 851 
Educauon—^Educauon Act, 1944, modified by 
Mental Health Act, 714, publics views on, 
924 see also Medical Educauon, Medical 
Education 

Edwards, R L , pneumoma, 1057 
Efficiency and economy (Seale) (C) 315 
Eggs, prevenuon of bursung of, on being boiled 
(Macgraith) 1395 

Ehrentheil, O F, Clinical Medicine and 
Psychouc Pauent (R) 1431 
Ehrlich, P —Collected Papers of Paul Ehrlich 
(Himmeiweit) (R) 1231 

Eidlitz, M , blood ^olesterol and aspirin, 1123 
Electrical Activity of Nervous System (Brazier) 
(R) 1232 


Electrocardiography—electrocardiographic 
changes during amesthesia (Zuck) (C) 436, 
(Mackett) (Fletcher) (C) 551, hyperkalscnua 
and (Chandrasekaran) (C) 155, (Narasimhan) 
(0 317 

Eleciroconvulsions—depression, and cJeciro 
lytes (A) 918, effect of, on levels of lipoprotein 
cholesterol in serum (Searcy, Davis, and 
Bergquist) (C) 655 

Electroencophalography, audio monitoring of, 
during surgery and anesthesia (Pampiglione 
and Picton Robinson) (NI) 352 
Electromes, medical—555, Medical Electronics 
(Smyth) (R) 1232 
Electron microscopy of kidney, 39 
Electrophoresis—immunoelecirophoreuc idenu 
ficauon of P myeloma protem in neoplasuc 
plasma cells (Gergely and Szma>) (C) 440, 
see also Leukemia 

Kick, S D , BRL 1241, 569, (C) 1086 
Ellenbogen, B K , ormthosis (C) 207 
Elliott, G B , salicylate poisomng 840 
Elhs, C J , diminished responsibility (ML) 103 
Ellis, J , preparauon for profession, 1041 
Ellis, J R , chromosomes, 409 
Elhs, M , twisted ankle (C) 1299 
Ellison, EH, Current Surgical Management 
(R) 1176 

Ellman, P , ormthosis, 18 
Elwis, A , anemia (C) 653, (C) 1140 
Embolism—diagnosis of fat embolism (Alexan 
der) (McLenachan) (C) 986, pulmonary, late 
prognosis of (Phear) 832, pulmonary, treated 
with anUcoagulants (Hunter and Wdker) (C) 
206, sigmficance and classification of fat 
embolism (Sevitt) 825, (Watson) (C) 1087, 
thromboembolism, postoperauve (LA) 1433 
Embryology—Ovum Humanum (Shetlles) (R) 
632 


Emergency Bed Service, 105 
Emergency calls for doctors (P) 270 
Emmelin, N , bretyhum (C) 263 
Emphysema—pulmonary (Rappaport and 
Mayer) 1217, (correcuon) 1358, (Bass) (C) 
1349, surgical, sign of (Raison) (C) 1404 
Empire Rheumausm Counal, 1039, 1081, 1259 
Emshe Smith, D —hjTcriension (C) 261, 381, 
myocardial infarcuon, 523 
Encephalius, uck borne, viruses of, 1026 
Encephaloccle (Humphries) (C) 50 
Encj’lopedia of Mechcal Syndromes (Durham) 
(R) 297 

Encyclopedia of Urology (Aiken, Dix, Wey 
rauch, and Wildbolz) (R) 1175 
EndocardiUs, see Heart 
Endoradiosonde (Smyth and Wolff) (NI) 412 
Enema, banum, hazards of (Webster) (C) 1034 
Engel, D , chromosomes (C) 369 
England, M T, Zollinger-Elhson syndrome, 
131 


Engstrora, J , bretyhum (C) 263 
Enzymes—646, see also Erythrocytes, Hemo¬ 
lytic disease, Isoenzymes, Muscles 
Epidemiology, 853 . _ 

Epilepsy—Epilepsy and Related Disorder 
(Lennox and Lennox) (R) 1231, measles an 
(A) 749 

Epps, D R , hermaphrodite, 129 
Equipment for Disabled (Agerholm, Hoiungs, 
and Williams) (R) 1231 
Erythrocytes—enzyme defiaency of, m 
explained kermeterus (Doxiadis, _ 

Valaes) (C) 44, (Panizon) (C) 1093, 
cyte sedimcntauon rate, overworked (Mor 
(C) 442, see also Hffimoglobm, Sickle-c«i 
disease 

Erythromyan (A) 479 

Essays and Studies, 1960 (Byrne) (R) 

Essays on First Hundred Years of Ancst 
(Sykes) (R) 189 

Bssenuals of Fluid Balance (Black) (R) ^ 
SssenUals of Orthopadics (Wiles) 

SssenUals of Perimetry (Reed) (R) 

Essex Cater, A J , Synopsis of Public He 
and Social Medicine (R) 1382 
Ether, see Whooping cough 
Ethionamide (LA) 964, (Citron) (C) 114 
Ethpalm , see Ethyl palmitate 
Ethyl palmitate (Stuart) 896 
Evans, A D , Q fever, 846, 971 
Evans, B , coronary occlusion (C) 11"7 
Evans, C D , steroid therapy (C) 42 
Evans, D G appointment, 1259 
Evans, D K , ^slocatcd shoulder, I4lv 
Evans, M , effects of immersion m cola * 
176 
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E*'ansca, J M., hvpenension, 3S7 
Etct?, R. G jciadlbular tacremcats, 37 
Evsr, XT B , tJcerative colins, 60 
Ettcutivts, hralth of (WDlizms) (C) 1142 
Eitra.e Book of Dr Chnstobtl Mendez 
(K3r^) (R) ISS2 

ExcphthJmcs (Tavlo”) 11S7, endocrine (LA) 
1126 

Skccsc'S, shc-t, pulled (Tajlcr) (C) 1147 
Ejs—conjun'TiTa, siazll artenes of, in diabetes 
c.lliius (Landau and Davis) 731, diab^c 
r-nnopadiy and renal d^ease, 40, Essentuls 
cf Pensinr (Reed) (R) 136 glaucoma (lA) 
83, (Rav) (C) 317 Lc«ure Jsotes on Opbthal- 
^rc**or-RcFc^) (R) SO mvopia, 
ccnsremial (A) 19-i, p^eudotumour of o^bit 
and Wegener’s granuloma (FatJds and Wear) 
955, rctma, toxocaral p«eudoglioina of (A) 
591, —tma in «evcre hamorrhage (A) 916 
ftinms pigmentosa (Salt, Wolfi, Uoyd 
FcsMxke Onneron, and Kubble) 325, 
tracc^ma, totra^ds pre%enuon of (A) 31 
Transp-renc> of Cornea (Duke-Elder and 


Perkins) (R) 793, 
"Xli-mid 


su cLo Exophthalmos, 


Face—Surgical Treatment of Faaal Injuries 
(Kazanpan and Converse) (R) 136 I 

Facm-es, j/e Industry , 

R- ^L Population Explosion and 
^ Chnsuaa Responsibihtv (R) 632 
rn.b'mhtr R. W peniallm B , 400 
Pdeener \L A, cancer (C) 101 
Palkner F growing up (C) 371 i 

Pi-la, Was mental hospitals (C) 1039 , 

Pillon R- J —scalpel bLdes (Q 46, sterQ—anon i 
0^ rainaa n-edles, 1133 I 

Fi=il.ts—Family Planning (Robinson) (R) ‘*14, | 
and (A) 747 students studies of I 

CP^) 757, troubled (LA) 1015 i 

PttSy PlaniLng issooation 5n poster cf (P) 
IrA 

St2ph\lococa ! 

Farpis, J W, CO fo- nes^-bom, 1152 ‘ 

rar^m ? c cancer (C) 43^ ' 

Far^jR, p2m 336 \ 

^^~^'^'*2~5ticn and udhsanoa of bodv-fat as 
aK20^"g:c2lf6c*o*in occlusive vascular d-sea.e 
tadnb^tes melhtus (Bedtett and Lewis) 14, 

«« cJio Blood, Embolism, Heart, Lipids 
0 -^tv Unue i 

iet Athero«clero^ | 

2u«j, J S , Wegen*^s granuloma 955 

\ ^ J Mass-diu-ctts General Hosp*^ I 
1530-1953 (R) 530 

P^®/^>«rncostcrcids (C) 764 ' 

G R, fibnnolysis, 622 
c^ag^ 879 reecho Nails 

c*“Surg-ons (Davis) (R) 413 
^ ZoUmgtr EUucn syndrome (C) 652 
^«^*-ccngenitaldefectso^(A)85 c ongenital 
Fcmc’^ Ned; (Frankel) 

Perphenazine 

^^]P^“Scuth AL A.—amentia, 1S4 henaa- 

pP^'-odi^ 126 

L—Klmefelter’s syndrome (C) 319 
1059 

^ comccidtherapN, 410 
c jee Poisoning 

-» of by enmurntj (A) 802 ze 

P kenurerus (Q 44 
zes Thrombosrs 

7 p^ effee* cf sulphca^luress on 

i ChArabarti, and Mncent) 622 
({i?r fracture of (Hobbs) (Q 932 ^ 

(C) 1030, CDe-as) (C) 11^7 
r ® ‘^'Terpairnhy-cid^jUSS 
R ^ «r>b-al blood Bow (Q 1400 

of Oihcpmd.es 379 
Caologue Mental Health 


P-v — Syrems m General 

Clarement, 10^0 H«r^ 
r Hospital Sep*.s, 1357 

Ve^ Ducase m India 9SS 

^“-i^Pped Children G*xrenngTjp 




SX 103S 
'*'-3 CHaJ—) 323 


Finch, Sir E (O) 1456 

Fim-a.d m fac*oiies, 759 

FiJier, O D , Lrvagtstrcdieobronchitu, 7^0 

FLher, R. E W , smoking (Q 710, (C) 92S 

Fistula, ree Skull 

FitzGerald, MG, hypoglycznua (C) ^Z9 
HemmgjP C,BRL 12-il,569(Q 1036 
Fleming, W H h*alme membrane, lO'O, 
(C) 1252 

Fletcner, C hL, pulmonarv hyper^enren ((? 
1*^1 

Fie cher E , clectroccrd-ographi (C) 55^ 
Flc-ence Kighungale s Nurses (Sc^er) fR) 5S-i 
Flcty, Ladv, Clm gg! Applica jcn cf nntib ones 
^) 189 
Hour, 1186 

Ho*v meter brcnch.al (West) (XI) 90S 
Hu.ds, bod\—Bodv Hu.ds in Surgery (Wilkin 
<on) (R^ 2**6, Essentials o^ Fluid Bdar*ce 
(BLcfc) (R) w-a nabHitv o^, in ea.h hf*, 39 
Huondaiicn—' Slurp) (C' **9, (O Carroll) tO 
100 425, (co-xection) 556 m-dical and 

b ological aspects o^,-t 25, Med-cal and Dental 
Apects of Fluondation (Cannell; (R) 1065 
Fertu.—hear* *ounds o'", cndc'ad.osonde cr 
recc’ding (Sovth and Wolff) (XI) 4i2 see 
also Proteins Sex 

Folic and see rOTn.minQglu.nmic ama 
Food—Chemicals m Foon and in Farm P-o* 
duce (B cfcnell) (R) 1231, fresh thoJgn.s on 
(lA) 912 hvgicn* 701 regulanccs (?■* 1506 
population and (lA) 5SS, F^ocessmg ^and 
eadiuves 702 ptj cm nen, suppl** ci, 307, 
pu.er (lA) 692 wc-lds, 1037, see D et, 
Food-po.soning Margarine, Meat, Tempera¬ 
ture 

Food and Agrcultura! Ogarusanen, 623 
Food Hjgiene (Decks, Carriers, &.C.) Regul-- 
uons, new 701 

Food Kvpese (General) Regulations new, 701 
Food-pQ*sorung bv C! cr/Ai, 1151 
Foo and-moathd.sease(P) 1150, («) 1183,1257 
Fo bes, D E P , tuberculcs.^, 1135 
Fo*bes I J , th>*ro d gLmd, 402 
Fo-xeps—snslid-cs ch fo-anteno*col?cr’n-?h> 
(Ru-sell) (XI) 6S7 fcene-fragment (Snamrd) 
(XD 2ft for measuring Jnn-feld tiuckness 
(Verel and Kestervea) (XD 962 obnetre, 
standard (Rnodes) (XI) 6S7, Spencer Wells 
artery, draft Bncuh st and a r d fc*, 272, 
spmous process (Shar^ard) (XI) 165 
FotI, F R-, D cases oi Nervous S^ea la 
infenev, Chilchcod and Adolescence (R) 1332 
Fo-d, J D blood n^gar 794 
Foreman J , ov2r*an cyst (C) 1200 
Fo-go^en Men (A> 1237 

FoTiununoclutamic aad in unn- TmFi-hea 
mthod o^ dctectmg, as tes- fo- foLc .»=d 
defiGentr- (Knowles Prankerd and West-11) 
3^,7, (co—ect no) 500 
Fo-shall, I aecna-J surgerv 751 
Ferssman H. Su-rge-Weber syndrome (C''l-oO 

Fo-s^er F M C p-egmmev, 345 
Fc^brooke A S abetslipoprj^einmm^ 32o 
Fcrer H. ningles and ch-ckenpox (C) l.o3 
FosTcr, vr D n-pM-ococed eftcara 1373 
Foster C-rter F , p=tu=oio-xt mi 

Fos-er-Moo-e M. S , tttfcercUc-J 'Q 
Fotirtasp F—Calauxi MelaboLm a=d Bo== 
CR) 1231 h/pcrp-rathj-c d.sm 510 
pTiccaro M , enromesomes £99, (C) 114't (C) 
1303 

F-xrvres—1393 ei-ertij splmt-ge of (RobJt- 
.03) (C) 318 F-ontres EtaJocopoos eod 
SPT135 C^tlee) (R) 90o j« cL 
groups Fibula 

Frzpit orerheed fo- child s co 
1109 

Froraveenn J« StsphtlocoKi 
France—jus.*^ ho'p't-l appcmtmen.s in Pans, 
714 

F-ophst. L-dt drt-g idd.ctio3 1377 
F-pokcl V H Fcoto-e! NetJ- (R) 13'1 
FrotJdiP A. VT Care LrraLd epd Cr-pp ed 
Children (R) 1"*32 
Freser J H. chremosomes 626 
Freser P K. Q fev- 971 
Frestr R.—Ptegpesrus: 172 itrc-30=: (C) 

11-.0 

Fm_er T N gr.nm.a -*3S 
Freeman A G d-.be*es (O 9S7 
' Freem-3 rL U p-Tc!u-.r> (O 433 

F-e-ch J M ZcILng-r EIL-ca •>‘odrcm- 131 
French s Index o' Differential D-grc’.s 
(D ■nrthwmic' (R) Xl‘*6 
) Freud S gmtmi (Cemfe—'' 107 


.rv ! 


Blocd- 
(M-nn) (Q 


Fnck, P G , purpura (Q 1402 
F-'ssen, S R., Current Surgical 2ilanacemen 
CR) 1176 

Frchn, K. thrembo esi (Q 553 
F cs*, L , in»d.csl supenruendents (C) •*3- 
F « , \L trigeminal n-uralgia (O 765, (C) 1003 
Fuchs F , sex icetus, ISO 
Fuld H. sarcc dcr.s (CZ) 1029 
Fuller, J L , Behavio- Gen^acs (R) 123-* 
Fullerton AG— Libnum (C) 675 tnffjo- 
pemzin'* (Q l-*50 

Fulitrtcn, H. W , blood coaguL-bilitv, IIH 
Fulton F, MediCal Pn'i.*^olog\ and Bio- 
cbemistr. (R) 112-* 

Fundamen-als of Clm-csl Kamato^ogv (Leavell 
and Tho-up) (R) 351 

Funa-men Js of Modem Allergy (Pngal) (R) 
25 CO—ecuon) 136 

Furaliadcne tome effects cfp-olcngedtreatmtn 
wii (Lee) '’Q 37-,, (Hussain and KoHpJLi) 
(O -*50 

F^.m-ss SB, cb£Ei*v (O 263 
Fk.r^, L- R., cbes-ty tO 1-sOO 


Gag BoyWDavis, device fo- uppo-nrg, curing 
pnarTgeal operations (Themas and Walter) 
(XT ISS 

Ga.rcnfr Fo-ndauen 937 
Galbra-ih W W (O) 1256, 1310 
Gallows* J F health erwees 3-* 

Gallow3\ R- L (O) 1456 
GaErenes, cnemical and barerologicnl «Tid\ 
c'^'Raics B_r^on Craw^ori, and Shrewsbury) 
61- 

GangLa see B-zm 

G^rdmer D C instAn 8ct:vi*y 1269 
Gardner, P A on bong emp (C) 1297 
Gardner, E, Ana^omt R*gieaJ Study 
Hum-n StrurUiC (R) 685 
Gardner L I—Gaachers d. es-t (C' 1254 
n*uroblas cmas (C) 651 
Gcrffeld J S -win**d ankle, 1167 
Gamham P C C , toxtjplasma, 71 
GarreTS M bwmmgbps ,1376 
Gerrod L P pm.alhn B vC)549 
Gar-ow D H.—hypenensoa (C) 153 paej- 
mon— (C) ®3 

Garre A virus infections (C) 1**51 
GaAelJ,; r (0)721 

Gcsidll P verv deaf dnld ((2) 814 (CZ) 933 
Gast^ec-cm^ ee Stomach 
Gastnc, see Stemeth 
Gastreen ecology see la estincs 
Ga enb-v, P B B , anscua, 1004 
Gauccer’s (Lsta.e pestle nte cf b c<diemiC3l 
er -c- m (Stem and Gardner) ^C) 125-* 

Cause G F, Searca fo- New AnJb ones (R) 
009 

Gauuex Smith P C n-uro'ogicalp-acuce 1290 
Geer K S medimne and n-w Afrca, 1020 
Gee, H. H Repot c‘‘First Insunite on Climcal 
Te-chmg (R) 654 

Geerts S J chromesemts (Q 766 
Genen T J pcLcm*'elitis 87 
Gefferth R., cxytemacvtlire (Q I*i5i 
Gekoch -undg*b-ochene;er«chJe phcncm-non 
(Ma-gruth) 1355 

Gelf-ns \L, Lrclcgical Aspects BJhcrzicr.s 
in Rhodes a (R) 112t 
Gcmmell Sir A deadi 730 (O; 819 
GemnulljJ S mussel pc^sonmo 307 
General Ar”-h^ia fc- Dtn-J Surgen (WAh) 
(R) 2«S 

General Board Control fc' Scedmd repc-t 
o', fc- 1®59 1057 

General M-dcal Cc-nen—12**-i see clzs 

> toiczNE A>m Law 

General Nur*mg Cc-ncl ** 0 - SceJard 166 
General Opuoal CcunaJ 166 


' insa 


217 


General p-rai. 

G—eral r—nc—Appctrmi- Sr ^nx »= 
^5i^ P-cn=e flm 11^2 A-u-c" 10 0 
I’-tt (P 213 CF' 11%J) 
I3.->A .-c-r d.~ .t.ps -3 t-~tr 3 ^ r - - 
Ht-d-ock CT>-=.c- (''- H3: 

(P_'’232 

Gx-ct! P-tx—P-x RH=x-ch G-c.t 93, 

r__J—ici, -p-t—I* r-9'P i'7 

'i=Jy d-.--1 1> IC-' 

h-; _J f- CO 
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Supplement to the lancet 


J 


Genetics—Behavior Genetics (Fuller and 
Thompson) (R) 1284, gene (A) 1018, geneti¬ 
cally determined disorders of renal tubules, 
39a hepatolenucuhr disease, 1295, mutauons 
due to chemical substances (A) 968, see oho 
Chromosomes, Ostcodystroph>, Purpura, 
Thyroid gland 

George, B , kerosene poisoning (C) 318 
Gcraghty, J , appointment, 165 
Gergely, J , P myeloma (C) 440 
Geriatrics, see Aged 

Gervis, W H , medical teaching (C) 1141 
Ghana National Research Counal (A) 1287 
Gibb, G M , mental hospital, 592 
Gibbs, J R , hamorrhage, 727, (C) 933 
Gibson, M O J , chest radiography (C) 1253 
Gibson, P C , aspirin (C) 1297 
Gilbert, J , ra^ology of lungs, 1051 
Giles, C , anccmia, 1063 

Gillam, G G , Zollinger Ellison s>ndrome, 131 
Gillam, P M S , coronary occlusion (C) 1142 
Gillcs, H M , hffimoglobinuna, 889 
Gillespie, W A , prostatectomy, 886 
Gillct, J A , cross infection (C) 763 
Gillhespy, R O , coronary insuffiaency (C) 159 
GUhes, Sir H (O) 655, 770 
Gillison, T H , \ accine (C) 48 
Gilsenan, B C —doctors, administrators, and 
therapeutic commumues (C) 552, medical 
superintendents (C) 43 
Girdnood, R H , iron devtran (C) 155 
Gissanc, W , motor cycle acadents (C) 926 
Gjessing, Rolv (A) 970 
Glasgow, maternity services in, 1151 
Glasser, O , Medical Physics (R) 909 
Glaucoma (LA) 83, (Roy) (C) 317 
Glioma, autologous transplantation of (Bloom, 
Carstoirs, Crompton, and McKissock) 77, 
(Haddow) (C) 159, (Passey) (G) 267, (Smith) 
(C) 268 

Glomerulosclerosis in diabetes, 40 
Glover, E , Roots of Crime (R) 79 
Glover, J H , oxygen determination (Kl) 411 
Glover, J R , back pain (C) 551 
Glucose, see Blood, Hypoglycaemia 
Glucose 6 phosphate dehydrogenase, Hemo¬ 
globinuria 

Glucuronidase, see Heart 
Glutathione, see Sulphemoglobintcmia 
Glycogenolysis, see Tolbutarmde 
Godfrey, B E , angiography, 542 
Godfrey, M P , antitetanus scrum, 1229 
Godtfredsen, A , pohomyehus (C) 375 
Goitre, see Thyroid gland 
Gold in rheumatoid arthritis (LA) 911 
Goldman, J , No Crying m this Cradle (R) 1066 
Goldsborough, C E, ischemic heart-disease, 
675, (C) 1088 

Goldsmith, H J , artificial kidney, 111 
Gonadotrophin, human chorionic, in biological 
fluids, estimation of, by complement fixation 
(Brody and Carlstrom) (C) 99 
Gonads, see Chromosomes 
Gonorrhoea—in Cardiff, 254, in Middlesex, 254, 
see also Venereal disease 
Gooddy, W , neurological pracuce, 1290 
Goode, P , giiseofulvin (C) 155 
Goodhart, R S , Modem Nutriuon m Health 
and Disease (R) 298 
Goodpasture, E W (O) 822 
Goodwin, J F , hypertension, 781, (C) 1349 
Goodwin, Sir J (O) 821 

Goodwin, T W , Recent Advances m Bio¬ 
chemistry (R) 1432 

Gordon, B L, Medieval and Renaissance 
Medicine (R) 25 

Gordon, I, atherosclerosis (C) 602 
Gordon, R R , chromosomes, 736, (C) 982 
Gordon-Taylor, Sir G (O) 604, 657, 712,771 
Gore, C P , medical superintendents (C) 100 
Goto y , prcdiabetes, 461 
Gottlieb, B , coronary occlusion (C) 1143 
Gould, J C , bronchitis (C) 1087 
GouJden, R P , sports me^ane (C) 982 
Government by appointment (A) 862 
Graf A K , child mothers (C) 266 
Graham G , blood-transfusion (C) 815 
Graham Hodgson, Sir H (O) 499 
Graham-Stewart, C W, blood transfusion, 
421, (C) 815 

Granger, M E , corusone (C) 708 

Grant, D B , malaria, 469 

Grant, J S , dicuuans (C) 1195 

Granuloma Wegener s (Faulds and Wear) 955 1 

Grasso, S , Sc-11927 ’ (C) 1350 | 


Graves* disease, see Th^ roid gland 
Gray, D J, Anatomy Regional Study of 
Human Structure (R) 688 
Gray, L A , Textbook of Gynecology (R) 961 
Gray, M L , obortion (C) 315 
Greece, poliomyelitis epidemic m (Chorcmis) 
(C) 318 

Green, I R , isotatioa (C) 763 
Green Armytagc, V B , Trendelenburg s 
position (C) 1398 

GrccnhiU, J P , Obstetrics (R) 1382 
Greemng, W P , oesophageal cancer, 1122, (C) 
1401 

Greenwood, F C ,cancer (C) 101 
Grendon Psychiatric Prison, 106 
Gresham, G A—atherosclerosis, 527, pneu¬ 
monia, 1057 

Griffith, G , bottle heater (NI) 1174 
Griffith, JAG, Coloured Immigrants m 
Britain (R) 583 

Griffiths, F V , obstetrics (C) 1090 
Gnllo, V , cotucostcTolds (C) 764 
Gnmshaw, C ,liver (C) 817 
Gfimshaw, V A , open heart surgery, 1429 
Gnnkcr, R R , Neurology (R) 584 
Griseofulvm, vesicular erupuon associated with 
(Goode) (C) 155 

Gnsc, N R —ornithosis (C) 207, pohomyehus 
(C) 204 

Groover, M E > thrombotest (C) 553 
Gross, L , Icukamta (C) 706 
Growth—growing up today (A) 140, (Falkner) 
(C) 371 

Growth hormone—test for activity tn man of 
preparations contmmng (Patrono) 465, see 
oho Urine 

Grundy, F, Prevenuve Mediane and Public 
Health (R) 1012 

Guanethidine—effects of, on arculauon (Taylor 
and Donald) 389, some pharmacological 
actions of (Vernikos Danelhs and Zaimis) 
787, see oho Hypertension 
Guide to Hygiene and Sanitation m Aviation 
(A) 31 

GuiJlaln Barr4 syndrome (A) 84 
Gummer, J W P , CUmcal Gastroenterology 
(R) 1381 

Gunalp, A , chromosomes, 678 
Gunther, M , hyperscnsiuvity to milk, 1106 
Gunzberg, H C, Social Rchabilnauon of 
Subnormal (R) 1283 
Gut, see intesunes 

GwiU, JR, potassium cyanide (C) 1197 
Gyc, R , staphylococcal infection, 1 
Gynaecology—Contributions to Obstetrics and 
Gynaicology (Shirodkar) (R) 1176, Textbook 
of Gynecology (Gray) (R) 961, see also 
Aboruon, Childbirth, Child mothers , 
Menstrual sumulont, Obstetrics, Ovanes, 
Pregnancy, Prostate gland, Urme, Uterus, 
Vaginitis, Wives 

Gyorgy, P, Protein and Amino Aad Require¬ 
ments in Early Life (R) 1176 


H 

Haancn, C , thrombotest (C) 553 
Haas, L , biliary atresia (C) 494 
Hackett,/C J , Differential Diagnosis of Yaws 
(R) 961 

Hackett, E , thyroid gland, 402 
Haddow, A —glioma (C) 159, iron dextran (C) 
441 

Haden Guest, Lord (O) 498 
HcmaggluUtiaUon in hepatitis (A) 1438 
Hemangioma, cavernous, causing anemia 
(Bcrlyne and Bcriyne) 1275 
Hematemesis, see Radiology 
Hematology—^Atlas dcr PhasenkontrasthSma- 
tologie (Rind) (R) 190, Fundamentals of 
Clinical Hematology (Leavell and Thorup) 
(R) 351, Hftmatologischcr Allas (Stobbe) (R) 
80, handbook of Hematological and Blood 
Transfusion Technique (Delaney) (R) 413, 
Lectures on Hematology (Hayhoe) (R) 1012, 
(Hayhoe) (C) 1198 

Hematoma, extradural (McKissock Taylor, 
Bloom, and Till) 167, (Bain) (C) 369 
Hematuria, essential (A) 802 
Hemodialysis combined with ultrafiltration, 
opuonal perfusion rate in (Twiss and Pauls- 
sen) 1055, (Ritchie, Hoyd-Thomas, and 
Balme) (C) 1298 

Haunoglobin—level of, m whole blood and in 
red blood cells and proposed convention for 


defining normality (Pryce) 333, nomenclature 
of abnormal hemoglobins, 867 
Hemoglobinuria in Nigerians due to dcfiaency 
of glucose 6 phosphate dehydrogenase with 
drug scnsmvity (Gilles and Ikcmc) 889 
Hemolytic disease of newborn, enzyme defia 
cncy in (Wcatherall) 835, (Pitcher) (C) 979 
Hemophilia, see Blood transfusions 
Hemorrhage—from oesophageal varices, vaso- 
pressm in control of (Shaldon and Sherlock) 
222, (Shaldon) (C) 372, hidden bleedmg 
point (A) 251, middle meningeal (Gibbs) 727, 
(A) 750, (Gibbs) (C) 933, rcuna in (A) 96, 
subarachnoid, prognosis of (A) 590, see also 
Hematoma, Kidneys, Radiology 
Hailey, A , Final Diagnosis, 323 
Hall, R , thyroid gland, 187 
Ham, F N , diagnostic machines (C) 1398 
Hamatologischer Atlas (Stobbe) (R) 80 
Hamblmg, J , hypertension (C) 985 
Hamerton, J L , chromosomes, 678 
I Hamill, J M (O) 1308 
j Hamilton, D , valvotomy (C) 554 
I Hamilton, D A , type-3 adenovirus, 1327 
Hamilton, I , amebiasis (C) 1352 
Hampson, E L , appointment, 165 
Hanbury, W J , leiomyosarcoma, 902 
Hancock, D O , intracramal pressure (C) 320 
Handbook of Hematological and Blood Trans 
fusion Tcchmque (Delaney) (R) 413 
Handbook of Neurological Diagnostic Methods 
(McDowell and Wolff) (R) 351 
Handfield Jones, R M , Christmas Gifts Fund 
(C) 813 

Handley, R S , thermometry, 958 
Handmakcr, S D , amentia, 184 
Hands—Manual of Hand Injuries (R) 1382, 
Surgery of Repair as applied to Hand Injuries 
(Rank and Wakefield) (R) 474, see also Nailbed 
Harley, H G , hydronephrosis, 664 
Hanna, S , magnesium, 172, 348 
Hanrahan, J , Space Biology (R) 1284 
Hare, E H , Tnenmal Siatisucal Report, 1955- 
1957, Beihlcm Royal Hospital and Maudsley 
Hospital (R) 136 

Hargrave-Wilson, W , back pain (C) 161 
Hargreaves, E R , Mrus infection (C) 1299 
Horkness, J , nephnus, 146, (C) 377 
Hormcr, M , Rose and Carless Manual of 
Surgery (R) 962 

Marnden, D G , chromosomes (C) 100, (C) 368 
Harper, P , hyosane (C) 764 
Harnngton, M , staphylococcal infection, 1 
Hams, J D , aoruc aneurysms, 466 
Horns, P , dry mouth (C) 1353 
Hamson, G E , strontium, 941 
Harrison, L W , malaria (C) 547 
Harrison, M —magnesium, 172, stronuum (C) 
1240 

Hariney, T C , hyaline membrane, lOIO (C) 
1252 

Hartnup disease (LA) 1384 
Horvald, B , acetylsalicylic aad (C) 767 
Harvest mite (Roontree) (C) 49, (Mclianby) 
(Newsome) (C) 101, (Nelson) (Wilson) (C) 
153, (Mellanby) (Chavasse) (C) 265, (Davis) 
(Shute) (C) 371 
Harvaan challenges (A) 966 
Harvey, G , steroid (C) 437 
Harvey, K M , ncevus, 848 
Hatch, L A ,Qfevcr,971 
Havard, C W H , leiomyosarcoma, 902 
Havard, J D J , Detecuon of Secret Homiade 


(R) 1283 

Haworth J C , blood sugar, 794 
Hay, J D , alcoholism (C) 813 
Hayhoe, F G J—Lectures on Hffimalology 
<R) 1012, (C) 1198, Lcuktemfa Research ana 
Climcal Pracuce (R) 189 
Haynie, G , cedema (C) 156 
Hayward, J L , cancer (C) lOI 
Hayward, M D , chromosomes, 844 
Hazards to Man of Nuclear and Allied Ra<ua 


tions (A) 1436 

[azell, K —Helping Elderly to Live at Home, 
880, Soaal and Medical Problems of tlacriy 
(R) 1431 

;ead, see Brain, Injunes 
headache, see Bruxism 

calth—centres (P) 212, educauon, publics 
views on, 924, Introducuon to He^W 
Statisucs (Swaroop) (R) 910, of «eaim« 
(Williams) (C) 1142, services, Psevenu" md 
curative, integrauon of (Galloway) 34, s« 
Mental health 
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S'lpplcTrert to THE laxcet 


SI 


Essli- GSd =3 (R) 1056 

Essr—:J-rrn c=rd-zc (Trcimirs) (XI) **71, 
ir rer c-, snd itsTisci-zscn (LA) 1333 £r^ 
cf =d trc^siTStd bl-od (LA) 2-9 (Hc-^) 
^LiSUt) (CO 357, zr^er- trsi ed bv 
zi-n <r Imbs lor 15 sec. (Woodward) 
112D sitrcsdercsis zed cc-ortarv c^scese 
CG-t£h=2 sed Korod) 527, (Oc-doa) (Q 
ec:!, (^cisscc) ((0 706 (Pro-) (C) S17, 
(\r«c)(0 027, 0?r''ch)(Q9S0 (Robb- 
Sczdi) (CO 102S, Asi-1 Se?.2l Defect 
‘Dr^ise^ (iO 651 ^ glc euroc .dzse aztmtv 
c: ccrczzry siercsdtrotiz pl_:;nes (Branweed 
cz Or-) (CO 125-, cc-ocarv icrrSeecr; 
trered vzsadilztcrs (GSUtespv) (CO 15°, 
ccrcczT* ocdcsicn, pr-cgccsis and see- 
czcgcln p-ezb-dzrs efter (McM-cictl and 
Pc-) 991, (Tcdc) (CO 10S5, (CHTlzra) (Q 
ll-A (GcnEti,) (Q 11^ (Hvzes) (Q 1107, 
(HcTred) vC'' 12^ cc~crarv threnbe^ ard 
drms (Odecs) (Q ll-o, cc-ccar* thren- 
b'C3, rrapasiuci szilphare in trcrnnent of 
''Cre^izd:) (CO 1>»S endcczrdics, staphv- 
IdcccczI (\) 105 endcc2rd.tis coza?Lca*ed b— 
tcsndoc-csis (CTcjod end Parber) 2-*2 
sihne c dircc.c, -espense to treatment cT 
(^) -3/ izilnre c*" congesti ve treated vnth 
^zc c n fl bidnev (Goldsmith bCaJtamoto and 
K'^.d) 111, fcttsl cedo-ad-osonde icr record- 
tag -^cands cf (Smvth and XTcln) (VI) -*12 
beer-b^od:, mznrgement of (Lezium, 
Rc'nnscn S ddons, and Dat-es) (C) 
C^ed-) (C) 160 hear* I nrrg madnne fc- 
g ^gtd Tccns tdOdren (Rcss) (KI) 1054 
sepiim repnire cf asso- 
ccei -widi a^cte invccardA mf-rc-ten 


: merttzl 


gezdic) 1322 Iasrodt.zaQn to Ongenird 
Daezse (Sdimrodi end Segal) (R) 
-51 .srhasme (iseese cf 702, t-ch 


cf, bts-dnvers ■with (Axcbib-ld) (CO 
-15 ae r , ?— .c d^tzse cf lipssa^ ccagtd-- 
^7^ and thrcmbolvsis in 907 iscasm-c 
cf n.conn.c and m trectmtn cf 
(^So-onga) 675 (Goldsbcrot.£h) (C) 
(N'tman) (Q 1300, mitral s*en‘^.s 
nJa cf deferring vairc omv in 
g?=W) 339 (Logan and Ttimer) (O -.9^ 
'^) (Q 55n, smtral s*encs2s, p*og- 
m (\) 7.,$ cutral-valvc endocarditis 
ezreme Q fever (Smith and E*"sns) 
vibrc-cmv deferred (MJLC- Pceemo- 
*7^2^ Rescaren Emt) (C) 13-i7 xnvocardA 
*^w"n (Ln) 1233 tavoczrd.d infarcncn 
^=nbtrs c*’ ccmmnnj se*ilements in 
(B-nnner and ManeLs) 10^9 m-ccar- 
tm zrcnca during p-^nancr end pt.er- 
Emsh'^miih, Herxinc znd 
OJTatscn) (C) 650 (Bzssan Kzftcn 
^ ivogza) (C) lus states gngmtyfcs C-^) 
tSexes in -elanoa to b^c^- 
m epec-hezrt s ur gery (Nircn, 
and '^oc^er) 1-29, see cls- 


Gm 


Temperanre 

'o 5 j ir (GnSth) 

^ 

^ ^ Cj pclvmvcstis (CO -*4 
_—— J >1. <* 


neanen v-do*^s 


Ker^dge, C. F, nhvcml c_o-ders j: 
illness, <^9 

Hemng J , mvcczrd.d miarcncn 523 
Eenhenner, H, asthma (O 710 
Kesse, S .nsT-m -05 
HeJiemg*cn R. J —b*d-C-es (O 372 
con \.C0 —* (C) 157 
Hems, O S,l-b0wr(C)O5 
Hlenz, H \.y chrcmcscmes (O 100 
Hm, D , anpmntmen*, 125Q 
Kill,I G XT m-oczrcA inTzrc 
Km ^L M., ctm-ccazmtm. 

anpeal c-srmssed \ML) l-oo 
rnmmel’va*, F (Tcllec'ed P.-pers c ?— 
EhrLza (R) 1231 
Kmden,E. cremanen (C) 101 
Kip—painfU, ^.rgerv cf (Sesneln^ (C) 13^5 
se cLo Fc^atr 

ITT^-vv-r-n K.—tirri’rfiiodrcsn (O 31° 
Turner’s srnnrtnn* (C) 1—19 
IHsnnnmc if' ITcmds 

KIs'ochErustrn merhois cf in rc.nj p_rh"*’'' 5 r, 
30 

HIs*c-i crE-=cr-o’cg" (BiJloch) -14 
Els'C'r Nursins P^fessen (Abtl-Snniil 
(R)051 

HI chccdi G , .n cncrcn, 69 
Kitzig 'K' K c-rpum (C) I'rOl 
Herbs, G A. rmmired fibula (C) 932 
Hobbs J T , thrombosis 13- 
Hobbs H. R., smum-n'o ems, 1173 
Hocson J J.oppomraon 165 
Hc-sbon I- Desrgn or Documms (R' -»1-* 
Foiimd, ninms m Escribtd to marrorm-, 5-4 
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' HoUtram-, R. C m.c»dodrv-cnmt (C) 920 
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Hoi L. E., P-o om and Ammo Acd Reqt-rt- 
monts m Eoriv Luo (R) 1176 
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922 

Honsr S. AE Crolosicol Aspoms e'Enb-rmass 
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pulmonarj, anticoagulant treatment of 
(Wilcken, MacKenzie, and Goodsvin) 781, 
(Pappuorth) (Goodwin) (C) 1349, (Hughes 
Davies) (Fletcher) (C) 1451, renal tuberculosis 
and (Parkes) (C) 152, stroke and (Dickinson 
and Thomson) 342 
Hypnoanal>sis (Wolberg) (R) 1012 
Hypnotism for Medical and Dental Practi¬ 
tioners (Mason) (R) 136 
Hypoglyciemia—oral hypoglyca:mic agents 

(Lavietcs) (C) 100, (Dolger) (C) 158, (Murray 
and Riddell) (C) 276, (Locket and Brown) (C) 
602, (Bradley, FitzGerald, and Scott) (C) 
929 

Hypokalacmia, see Cancer 
Hyponatrsemia, see Cancer 
Hypoparathyroidism, calcium, deprivation in 
(Smith, Davis, and Fourman) 510 
Hypophysectomy—(Taylor) (C) 156, (A) 1437, 
see also Cancer, Diabetes mellitus 
Hypotension, see Bacteria 
Hypothermia—^Problem of Acute Hypothermia 
(Starkov) (R) 1012 

Hysterectomy with or without oophercctomy ? 
(A) 918 

Hysteria symptom or disease^ (A) 1182 


\ 

Ikeme, A C , hemoglobinuria, 889 

Ikkos, D —chromosomes (C) 1144 diabetes, 897 

Illingworth, C F W , Textbook of Surgical 
Pathology (R) 1382 

Illingworth, R S , Development of Infant and 
Young Child (R) 297 

Imipramine—death after overdose of (Manners) 
(C) 932, see also Agranulocytosis 

Immigrants—Coloured Immigrants in Britain 
(Griffith, Henderson, Usborne, and Wood) 
(R) 582 

Immumsauon—against cancer in Sweden, 988, 
see also Poliomyehas 

Immumty—control of fertility by (A) 802, see 
also PoUomyelius 

Immunology in rheumatic diseases, 1081 

Inconunence—disposal underpads for incon 
tinent patients nursed at home (Roberts and 
Mann) (C) 208, (Rabson) (C) 434, (Mann) 
(Anderson) (C) 710 

Index of New Products, 323 

India—^Kyasanur Forest Disease in India 
(film) 988 

Industrial injuries—proposed increase in bene¬ 
fits, 1081 

Industry—byssinosis and cotton spinners, 213, 
factories, first aid m, 759, factories, noisy 
(LA) 417, industrial dermatitis (P) 94, 
industrial medicine, 429, 1431, industrial 
therapy, organisation of (Early) 754, mediane 
in factory (A) 1288, (Herford) (C) 1353, 
pneumocomosis in rmning and quarrying 
industries for 1959, digest of siaustics of, 1458 

In England Now —Abominable sHMoman, 
203—Accident-prone, 431—Advertising 
record, 759—Ananias on resourcefulness, 760 
—Antibiotic rate, 40— Apothecaries Ahan 
doned, 760—^Application for Highland prac¬ 
tice, 871—Aquarium, 365—Baedeker s guide, 
1027—Barbecue, 977— Basic Science *, 41 
BiocAemiJf, 547—Blood alcohol, 1447— 
Bridge replaced, 431, 546—Bullock s broken 
leg, 812—Cadet nurses, 203—Calligraphy, 
129fr—Carols /or PsychiatristSf 1397—Casual 
ties Uruon annual compeution, 1137—Cat, 
neurotic, 1137—Catheter out of situ, 705— 
Ceilidh, 365—Cemetery, 759—Charnel house, 
813—Circus rider, 1397—Comet journey, 
1027—Computers, 1084—Country cottage, 
1248—Cow in bumper, 1248—Cychng, 1027 
—Denture, 1447—Diseases that do not exist, 
705—^Disguised objects, 432— Doctor 
1027—Drugs names of, 813, unused, 489— 
Eggs 705—Ftiquette on Underground, 647— 
Fees offered by official bodies, 314—Floods, 
925,1137—Fountain pen hospital, 260—Gall¬ 
stone, 1137—Garden 813, 872—Gardening, 
487—Oas molecules 1083—Gimmicks, 151— 
Gramophone, 872—Hair-clippers 1248— 

Hospital boards of management 647—Hotels, 
foreign, 1137—Housemoving 1084—Hutchi 
son. Sir Robert 40— In the Garden, 489— 
International Goitre Conference 314—Ireland, 
151—Kland steamer, 705— txidy Chatterley s 


Lover, 1191—Lambeth, 977—Lettuces, 705— 
Library, 1191—London Medical Exhibition, 
1191—Mangling done here, 41—Mattress, 
647—Mendclian arithmetic, 1345—Modem 
art, 203—National Health Service Christmas, 
1397—National Income and Expenditure, 
1960, 925—^National Rose Society show, 95— 
News from school, 977, 1345—Occam’s 
razor, 431—Ode to IC B M s, 365—Old 
Doctor Tom, 705—Pans, 595—Peripatetic 
correspondent, 41— Pick’s disease *, 1397— 
Picture-houses, 314—Poliomyelitis vaccina¬ 
tion, 365—Practice of medicine in foreign 
country, 1027—Practices, exchange of, 1248— 
Provencal banquet, 204—Psychotyping, 365— 
Reaction, 596-—Refrigeration into suspended 
ammation, 925— ‘ Road closed ’, 260— 
Russian hospitals, 95—St Columba’s first 
chapel m Scotland, 977—Service, not 
surveys, 595—Session, memorable, 977— 
Se t'ure e’est plairc, 647—^Shower bath, 1248 
—Shufflm along, 41—Snake s sloughed skin, 
365—Something concrete, 1137—Spam and 
Portugal, 151—Stanrar on Satisfactory 
Stomata, 1447—Sunday papers, 95, 151— 
Supporters Assoaation, 925—Toilets © and 
$, 489—Toothpicks, 1397—Translation 760 
—Transport of casualties, 1083—Tubercu¬ 
losis, 1191—^Typewriter mechanic, 3296— 
Water skiing, 546—^Wholc Body Monitor, 
812—Wmc tasting, 1345—Words, 977— 
X ravs, 40 

Infants, see Babies 
Infarction, see Heart 

Infecuon—by airborne particles (O’Grady) (C) 
549, by anonymous mycobacteria (LA) 1180, 
urinary, m children (A) 1289, urinary, pre- 
venuon of, after prostatectomy (Miller, 
GiUespte, Linton, Slade, and Mitchell) 886, 
see also Bacteria, Hospitals, Wounds 
Infections—corticosteroids for (LA) 913, see 
also Interferon, Respiration, Staphylococa, 
Viruses 

Infectious diseases, monthly lists of, 147, 378, 
595, 868, 1076, 1310 

Influenza, Asian, protecaon of mice against 
infecuon by virus of by normal horse-serum 
inhibitor (Cohen) 791 

Infusions, parenteral, device for controlling flow 
of (Schoenfeld and Edis) (NI) 851 
Ingoll, B I, deaf child (C) 1088 
Inghs, J M , Trendelenburg s position (C) 1301 
Ingram, I M , Librium (C) 766 
Injccuons from muludosc containers, accuracy of 
(Binns and Burn) (C) 650 
Injuries—1392, Biochemical Response to Injury 
(Stoner and Thrclfall) (R) 25, closed, to brain 
I (LA) 533, Crash Injuries (Kulowski) (R) 632, 
management of injured (A) 252, Surgical 
I Treatment of Facial Injuries (Kazanjian and 
' Converse) (R) 136 to head, 1393, to viscera, : 
1393, Trauma m Aged (Bick) (R) 962 utenne 
(Badawy) 944, see also Burns, Hands, Woimds 
Inman, W H W , parking (C) 764 
Insemination, aitificial—(LA) 247, (Roberts) 
(C) 434, (Jackson) (C) 492, (Roberts) (C) 653, 
(Jackson) (C) 765, (Roberts) (C) 979, (Ross) 
(Jackson) (C) 1145, (husband) in management 
of childlessness (Russell) 1223 
Insley, J , cancer (C) 434 
Insutuic of Diseases of Chest, London, 217 
Insutute of Laryngology and Otology, London, 
228 

Insutute of Orthopaedics, 379 
Insulm—acUon of, on respiraUon of rat’s sciauc 
nerve (Heller and Hesse) 406, ocuvity among 
blood plasma protein fracuoiu, influence of 
oxygenauon and deoxygenauon on distnbu 
tiDji of (Gardiner, Marun Hernandez, and 
Young) 1269 Mechamsm of Acuon of Insulin 
(Broom and Wolff) (R) 854, see also Tumours 
Integrity of Personality (Storr) (R) 1432 
Interferon—anUviral acUon of, in embryonic 
cells (Isaacs and Baron) 946, effect of, on 
experimental vacania and herpes simplex 
virus infecuons in rabbits eyes (Cantcll and 
Tommila) 682 role of, in recovery from virus 
infecuons (Isaacs and Hitchcock) 69 
Internauonal Catalogue of Mental Health 
Films 772 

Internauonal Federauon of Surgical Colleges, 
988 

Internauonal Hospital Federauon, 824 
Interpersonal Relauonships m Hospital (Bowers) 
(R) 1283 


Intestines—bedsores of (Spira) (C) 102, (Spira) 
(C) 264, Clinical Gastroenterology (Jones and 
Gummer) (R) 1381, colon, toxic dilatauon of 
(LA) 299, diarrhcca due to defiaency of sugar 
sphtung enzymes (Wtijers, Van de Kamer, 
Mossel, and Dicke) 296, elccuolytes m 
diseases of, 907, eosinophilic phlegmon of, 
caused by worm (Kuipers, Van Thiel, Roden 
burg, Wielinga, and Roskam) 1171, intus 
suscepuon, acute, in childhood, 30 yr survey 
of (Cooke and Lewis) 1359, Intussuscepuon 
m Infants and Children (Ravitch) (R) 744, 
malabsorpuon syndrome, 907, megacolon, 
aganghomc (Pemn and Landing) (C) 50, 
rectal irrigator (De Jode) (NI) 583, sprue 
syndrome, protein losing enteropathy in 
(Parkins) 1366, sprue, tropical, riddle of 
(LA) 691, steatorrheea, ”^I labelled fat in 
diagnosis of, 907, steatorrheea with acantho- 
cytosis and abetalipoproicinsemia (Salt, Wolff, 
Lloyd, Fosbrooke, Cameron, and Hubble) 
325, sucker for emptying (Lawne) (NI) 1123, 
(Sweetman) (C) 1350, ulccrauve colius, blood 
groups and secretor status in (Winstone, 
Henderson, and Brooke) 64, ulccrauve colius, 
corucosteroids in preoperauve medical man¬ 
agement of (Ewart and Lennard-Jones) 60, 
see also Cancer, Obesity, Pancreas, Viruses 
Introducuon to Congenital Heart Disease 
(Schamrolh and Segal) (R) 351 
Introducuon to Health Stausucs (Swaroop) (R) 
910 

Introduction to Human Blood Groups (Roberts) 
(R) 136 

Introduction to Pharmacology (Lewis) (R) 79 
Intussuscepuon, see Intesunes 
Invalid CMdren’s Aid Assoaauon, 1258 
Iodide, see Thyroid gland 
Iodine, see Thrombosis, Thyroid gland 
Ireland, porphyna in (A) 636 
Iron—iron retenuon diseases (LA) 1334, 

preparauons, safety of (D’Arcy and Howard) 
(C) 1304 see also Sidcrosis 
Iron dextran complex, carcinogenicity of 
(Duthie, Girdwood, Hubble, Maegregor, 
Wayne, Wilson, and Wilson) (C) 155, 
(ArneiJ) (C) 265, (Haddoiv) (C) 441 
Irradiauon, see Membrane 
Irrigauon, rectal (De Jode) (NI) 583 
Irvine, W T , appointment, 989 
Isaacs, A , interferon, 69, 946 
—Is good for you (O Connor) (C) 442 
Ishak, K G , biopsy of lung, 182 
Isoenzymes (A) 1131 
Isolation, voluntary (Green) (C) 763 
Isonlazid, prophylactic, m nurses in tuberculosis 
hospital (Dormer and Wood) 837 
Isotopes—Safe Handlmg of RodioacUve Iso¬ 
topes in Medical Pracuce (Quimby) (R) 744 
Israel, see Heart 

Israels, S , salicylate intoxicauon (C) 1197 
Ives, J E J , meningitis, 1278 


J 

Jackson, L N , aruficial msemmauon (C) 492, 
(C) 765, (C) 1145 ^ __ 

Jacobs, P A , chromosomes (C) 100, (C) 368 
Jailer, J W (O) 555 
James, J , sex chromatin (C) 368 
Jamieson, B J , dietiuans (C) 763 
Jarnum, S , amyloidosis (C) 43 
Jarvis, B , Thames (C) 549 
Jelhnek, E H , myxoedema, 225 
Jellyfish sungs, fatal (A) 917 
jenkms, A , Law for Rich (R) 1284 
Jenner, F A , Libnum (C) 816 
Jewell, R P , hepauus (C) 320 
jewers, J , pentoneal splash (C) 1147 
Joad, M—chloroform (C) 97, respiratory 
obstrucuon (C) 818 
Jobst, C , leucocytes (C) 1198 
Johnson, J T (O) 878 

Johnston, A W—amentia, 184, hermaphrom 
tism 126 

Johnston, T B (O) 877 , « 

Johnstone, A S , hasmatcmesis and melxna 

Joints—Acuve Alerted Posture (Tucker) (R) 
962 sacro iliac, in children, 1380, see ao 
Arthnus Extensors, Fractures, Radiology, 
Shoulder 

Jolly, H , steroid therapy (C) 42 
Jones, E R , bronchodilators, 1319 
Jones A , Clinical Gastroenterology (K; 
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Jones F M, Stevens Johnson syndrome (C) 
376 

Jones W A , biliary arrhosis (C) 765 
Jones Davis T E (O) 555, 606 
Jo6 I, Sabm vacane (C) 497 
Jordan, A , pathologists (C) 1085 
Joseph, J , Man s Posture (R) 1176 
Joseph, J H, blood transfusions (C) 709 
Joseph, M C , atropme, 1060 
Journals—Jcwrrra/ of Mental SubnormaUtyt 500, 
Journal of Midland Afental Deficient Soctetyj 
500 Manchester Medical Gazette, 1202, 
Afanc^rer Umterstty Afedtcal School Gazette 
1202 Oxford Medical School Gazette (A) 
1336, nevi Abstracts of Japanese Medicine, 
1038, Medicine, Science, and Law (A) 1338 
Judge, T G , respiratory failure (C) 495 
Jung, C G , Structure and Dynamics of Psyche 
(R)584 


K 

Kafton, J K , m>ocardial infarction (C) 1148 
Kagan, G , Libnum (C) 876 
K-han, A , obesity (C) 205 
Kahlson, G svounds, 230 

K, chromosomes, 899, (C) 1144 
halamegham benethanune pemcillm (C) 
1352 

Kaldor, A tolbutamide (C) 439 
KJmus H Chemical Senses in Health and 
Disease (R) 1065 

^plan, W D , chromosomes (C) 934 
R M , lupus erythematosus, 1061 
^Iish, A J , mucovisadosis, 514 

T, bcnetharmne pemallui (C) 
1332 

Karvonea M J , hypertension (C) 51 
J , prcdiabetes, 461 

I. > tobacco-mosaic virus CO 
934 

^•ahaa, S , atherosclerosis, 667 

V H , Surgical Treatment of Faaal 
l^unes (R) 136 
^«I,E E , asbestosis, 1211 
Keatinge W R., effects of immersion in cold 
^■ater, 176 

H , hypertension (C) 1141 
^eighley, E , venereal disease, 253 

V ^ 

vSr’P G , hypercalcamia (C) 1093 
A , unne, 6 

^wemen, E , virus tumours (C) 761 

Hmvard A—Dr Kelly of Hopkms 

^ (Davis) (R) 474 

F > m>Tcoedema, 225 

A Lymphocytes and Mast Cells 

Keaip K ^ bone marrow, 1426 
^cim-dy A (O) 53 

A M death of, 750, (O) 820 
C S ,hydrocortisone (C) 816 
K«^”l^_AsW.p.o,(R)79 
wey L F, pregnancy, 345 
^^^cterus, see Ery'ihrocytes 

(George) (C) 318 
kS F M ^ 1370 

Keir f .. tafluoperazme (C) 1304 
W n T 862, (O) 934 

^ * Librium (C) 816 
(NI) 962 

V Unne 

,^^M-pma,s.on(C)51 
Xidd if n ° ’ '^''“P'l'S-cough (C) 440 
Lidair ““lal hospitals (C) 983, (C) 1252 
527 * ^P6cial—portable (Longmore) (NI) 
“Fi Lo'l^'l]' (Goldsmith, Nakamoto, 

secretion by, 645 biops> 
biopsy of, 

iubet7f““^ Moogbim needle (Kerr) 1370 

of. 39, failure of acute, 
(Blarp causes norethandrolone in 

of. niodcrn 

^ Sloroerulonephntis chrome 

tleraeS^T' Blomerulus in 40 
c-diodsil 40,histDdiermcal 

(((^■■Jesl dronephrosis 

303 ''I’Poraramic disease of (A) 

follounn 

oxs^ginnauon m infancy 
'' E«ei epidemic in 

F—hnff 146 (Harkness) (C) 377 

>«Faure and funenon of, 258 


nephropathy dunng phenindione therapy 
(Tan) (C) 1198 nephrons, micro dissecuon 
of, 39, nephrotic syndrome, 259, nephro¬ 
toxicity of acetylsaiicylic aad (Harvald and 
Clausen) (C) 767 paptUary necrosis of (LA) 
858, postnatal development of, 39, potassium 
metabolism in relation to, 645, pyelorephntis, 
259, renal carbuncle perforating mto peri¬ 
toneal cavity (Lee) 904, renal function tests, 
258 renal sequelse of epidemic htemorrhagic 
fever (A) 1387, ‘shock* and, 645 trans¬ 
plantation of, 646, in identical wins 
ClTossetor, MacKinnon, Luke, Morgen, and 
Beck) 572, (LA) 586, (Bemrschke) (C) 980, 
(Anderson) (C) 1402, tubular function, 644, 
tubules of, genetically detenmned disorders of, 
39 see also Analbuminaemia Cancer, HyTcr- 
tension 

Kilgour, F G , Exerase Book of Dr Chnstobel 
Mendez (R) 1382 
Kimbell, C W A (O) 1036, 1006 
Kimbell,N , Trendelenburg s position (C) 1354 
Kmg, E R , hyaline membrane, 1010, (C) 1252 
King, R A , hydrocortisone (C) 1093 
Kmg Edward VII Convalescent Home for 
Officers, Osborne, 824 

King Edward Medical College Lahore 1458 
King Edward s Hospital Ftmd for London (A) 
194 1356,1358 
Kingsbury, K J lipids, 1045 
Kinsella, V J , gastrectomy, 1205 
Klaus, D , analbuminsemia, 1169 
Klein, M (O) 770 

Klmefelte*’ s syrndrome see Chrofnosom« 

Knife for cutting skin grafts (Watson) (NI) 6S7 
Knoblich, R female prostate (C) 651 
Knowles J P > fomummoglutamic aad, 347, 
(correction) 500 

Knox E G,hydrocortisonc(C)550 1 

Kogan, y, my ocardial infarction (C) 1148 
KoUpillai, H , furaltadone (C) 490 
Kolff, W J , artifiaal kidney. 111 
Kook, H , female prosutc (C) 769, (C) 1193 
Koutras, D A , goitre, 784 
Kovdes, K., chlorothiazide (C) 210 
Knshnan P N , benethanune penicilUn(C) 1352 
Kuipers F C intesunal phlegmon, 1X71 
Kulowski, J , Crash Iniunes (R) 632 
Kwashiorkor, magnesium defiaency and tetany 
in (Montgomery) (C) 264 
Kyasanur Forest Disease in India (film) 9S8 


Laboratory Technique for Study of Malaria 
(Shute and Maryon) (R) 474 
Labour, abdominal decompression in (Heyns) 
(C) 96, (Scott and Loudon) (C) 373 
La Bourboule (MulUns) (C) 440 
La Cava, G sports medionc (C) 1144 
Lactate, fee Blood 
Lactose fee Blood 
Lafitie F , Willmk report, 538 
L,amg R D Divided Self (R) 631 
Lainson R , toxoplasma, 71 
Lakey, J R A , water supplies 1272 
Landau f diabetes, 731 
1 lading, B H , megacolon (C) 50 

Langlands J H M , hydrocorusonc 404 
I^anman, J T , Physiology of Prcmaiunty (R) 
352 

Lapage G , Achievement (R) 530 
Laporte, J , hpoxidase (C) 51 
Larsson Y tolbutamide 1424 
LaryTigoirachcobronchitis, acute, outbreak ox 
assooated wath parainfluenza 2 virus (Pereira 
and Fisher) 790 

Larynx—Textbook of OtoUuyngoIogy (Deweese 

and Saunders) (R) 246 
Lassen N A , barbiturate poisomng 338 
Uiszld, F A chlorothiazide (C) 210 
I-amer, A L leukaama (C) 376 
Laurence D R s tetanus, 227 
Laurent, L J M , icunus (C) 494 
Lavery,F appomtment, 165 
Lavietcs P H hypogly csmic agents (C) IW 
Law—Law for Rich Gcnkins) (R) 12S4, 

Afr Jictn , Snmu, end Leer (A) 1333 J« elm 

MEDICTNE AND THE Law 

Lawrence R D —Diabeuc ABC (R) IN6 
diabenc s syTinge (C) 493 (C) 1031 
Law-nc J H bromelain 1420 
LawTie R-—limb suspension (NI) 797 sucker 
(NI) 1123 

Laws J W radiology of lungs 1051 


Lawson, G , shingles (C) 1349 
Lead, poisomng by from home-made wine 
(Whitehead and Prior) 1343 
Leaders and led (A) 859 

LEADING ARTICLES 
Achlorhydria and anemia 27—^Alcoholism, 
drug treatment of, 635—Alutudes, high, 
life at, 1435—Anarsthesia for neurosurgery, 
634—Argentaffinoraa and bronchial 
adenoma 355 

Bathing water, 1127—Body temperature and 
emouons, 475—Bronchius chrome chemo¬ 
prophylaxis in, 1286 

Cancer cell, arculaung 476—Cardiac arrest 
and resusatation, 1333—Casualty depart¬ 
ments, 689—Cat scratch disease 532— 
Central stenie suppiv, 353—Chromosome 
anomalies, 191—Colon, toxic dilatation of 
299—Coming home and gomg abroad, 1013 
—Corticosteroids for mfecuons, 913— 
Criminal Justice, 1960, 1177 
Diabetes diagnosis of, 745—Dreams, 745 
Ethionamide, 964—Exophthalmos endo¬ 
crine, 1126 

Factories, noisy 417—Families troubled, 
1015—Food and population, 588, fresh 
thoughts on, 912, purer, 692 
Glaucoma S3—Gold salts in rheumatoid 
arthritis 911—Government of Greater 
London, 963 

Hartnup disease, 1384—Heatstroke, 856— 
Hepatic amcebiasis, 300—Hospital infec¬ 
tion, 1235—Hydrocephalus «earch and 
research in, 28—HyTiercalcamia of infants, 
idiopathic, 138 

Insemination, artifiaal, 247—Iron retention 
diseases, 1134 

Kidney homoiransplanis in man, 586 
Lcul smia, 81, and radiation, 1383—Lupus 
erythematosus, systemic, 699 
Alalana research, 1067—Maternal death 300 
—Matermty hospitals future, 633—Mental 
care, communal, 857—Metastasis biology 
of, 1234—Mongol chromosome and some 
others 1068—Movement, disorders of, 
1178—Mycobacteria, anonymous, infection 
by 1180—Mv ocardial infarcuon 1233 
Newioman physic 533—Nighungale and 
lister 914 

(Edema cyclical, and shock, 746, some causes 
of, 1179 —Osteomy elms, acute, 415— 
Oierseas appointments, 1013 
Pemallmase-resistant pemalim, 585—Plate¬ 
lets, too many, 415—^PohomyeliUs vacane, 
531—Professions supplementary, 963— 
Protein m hyaline membrane 1014 
Renal papillary necrosis, 858 
Sport and mediane 799—Sprue, uopical, 
nddle of, 691—Supersomc and hypersonic, 
567 

Testmg measles v acane, 354—Thy roid gland, 
192—Thrombocytopenia, 415-rThrombo- 
emboU*5m postoperative, 1433—Tranqxul- 
Jisers in psychiatry, 855—Transfused blood 
and cardiac arrest, 249—Tropical diseases 
in Bntam 475—^Tumours of bladder, 1069 
Virus mfecuons during pregnancy, 800, 
epidemic new ideas on, 1125 
Wounds, healmg of 248—Worth its waght 
911 

X raN-s, medical general hazard of, 1285 
Zollinger Ellison syndrome 137 

Lcaroyd C G—^homosexuality (C) 268 

smoking (C) 87-* 

Lcatham A , heart block (C) 49 
Leather, H M coJIecuon of unne (C) 654 
Lcavell, B S Fundamentals of Clinical 
Hxmaiology (R) 351 

Lecture Notes on Ophthalmology (Trevor- 
Roper) CR) SO 

Lectures on Hnnatolog> CHa>hoe) (R) 1012 
(Ha}hoe)(C) 119S 
Lee, I N renal carbuncle 904 
Lee M L H furaltadone (C) 374 
Lecson, H mcdtcal tcachirg (C) 1105 
LcGoUan P C biopsj of lung 1S2 
Lehmann, O Sturge-TTcb'r sj-nd-omc (C) 1450 
Leigh K E D b onchius (C) 1057 
Lcicmi osarccnaa of lung (Hacard and H_nbuo) 
902 

Lcithead, C S deh>drajon and sues irg lit 

Lempert H thtombotett 1115 

Lenruud lores ] E ulce ante cohut. 60 
Lenroi,B cbuo~c!Somes 625 
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Lennox, M A , Epilepsy and Related Disorders 
(R) 1231 

Lennox, W G —(O) 322, Epilepsy and Related 
Disorders (R) 1231 

Leon, N , Klinefelter s syndrome (C) 319 
Leonard, J C , cyiomcgahc inclusion disease, 
951 

L6plne, P , Echo virus (C) 1199 
Leptospirosis, see Meningitis 
Lerman, SI, dnbctic s synnge (C) 652 
Leucocytes, neutrophil, effect of androgens on 
nuclei of (Mdhes, Zsifkovits, and Jobst) (C) 
1198 

Leukaimia—(LA) 81, 853, deaths from (P) 
1405, Lcukasmia Research and Clirucal 
Practice (Hayhoe) (R) 189, mouse, viral 
cetiology of (Gross) (C) 706, radiauon and 
(LA) 1383, starch gel electrophoresis of 
serum in (Latner and Skillcn) (C) 376 
Le Vay, M K , mental nursing (C) 1403 
Levene, L J , * Atrol in psychiatry (C) 653 
Lciin, J , adaptem (NI) 80 
Levy, H (O) 770 

Lewis, D O , obstruction of superior \ena cava 
(C) 1305 

Lewis, E C , intussusception, 1359 
Lewis, J G , diabetes, 14 
Lewis, J J , Introduction to Pharmacology (R) 
79 

Lewitus, Z , cancer (C) 1301 
* Librium , side-effects of (Ingram and Tim- 
bury) (C) 766, (jenner, Kerry, and Parkin) 
(C) 816, (Fullerton and Bethell) (Denham) 
(Capsuck) (C) 875, (Kagan) (Vergano) (C) 876, 
(Todd) (C) 1090 
Lichen planus (MacKcnna) 57 
Life s Long Journey (Walker) (R) 1066 
Liget, A , artificial respiration (C) 47 
Lignociine, fatal overdose of (P) 1455 
Linacre, Thomas, 1356 

Lindsten, J , chromosomes, 899, (C) 1144, (C) 
1303 

Linton, K B , prostatectomy, 887 
Lipsmia, see Heart 
Lipetz, S , smoking 

Lipids—m plasma, effect of test feeds on 
(Kingsbury, Morgan, and SherMngton) 1045, 
see also Atherosclerosis, Gaucher s disease 
Lipinski, E , thyroiditis, 739 
Lipoprotein, see Abeialipoprotemccmia, Cholcs 
terol 

Lipoxidase and blood pressure (Puig Muset, 
Torner, Morat6, Valdecasas, Laporte, and 
Busquets) (C) 51 
Lips, see Mouth 

Lipsitz, P J , staphylococa, 620 
Lipton, M M , poliovirus (C) 1030 
Listeriosis, see Abortion 

Liver—amcebiasis of (LA) 300, anti histamines 
and protection against injury to (A) 693, 
assessment of size, shape, and content of (A) 
749, (Gnmshaw) (C) 817, (Patey) (Stanford) 
(C) 876, (Winkler) (C) 984, (Grimshaw) (G) 
1091, biliary cirrhosis, primary (Mackay) 521, 
(Casileman and Jones) (C) 765, cholestatic 
viral hepatitis (A) 1017, atrhosis of, prcdni 
solone and testosterone propionate in (Wells) 
1416, hsemaggluunation in hepatitis (A) 1438, 
hepatitis after blood transfusion, lowering 
incidence of (Olson, Jewell, Anderson, and 
Schloss) (C) 320, hepatolenticular disease, 
1294, mtrahepalic biliary atresia (Cotton) 294, 
(Haas and Dobbs) (C) 494, see also Tol 
butamide Typhoid fever 
Liverpool, diphtheria in 812 
Liverpool School of Tropical Medicine (A) 1287 
Lloyd, J K , abetalipoprotemiemia, 325 
Lloyd, O , anticoagulants, 220 
Lloyd Thomas, G C , hajmodialysis (C) 1298 
Local authorities, grants to (P) 1305 
Locket, S hypoglycccmia (C) 602 
Lockyer, J W , group O blood, 1369 
Loder, R E —local aniesthetic solution, 346, 
(correction) 500, Trendelenburg s posmon 
(C) 1354 

Lodge, T , radiological hazards (C) 1398 
Loeser, A A healing of wounds (C) 765 
Loewcnthal J , staphylococcal infection, 1 
Loewcnthal, L J A , Differential Diagnosis of 
Yaws (R) 961 

Logan, A , valvotomy (C) 492 
Logoscope (Nash) 1442 
Lomas J medical superintendents (C) 266 
London*—^government of Greater London (LA) 
963 I 

London Local Medical Committee, 323 1 


London Pharmaceuucal Committee, 323 
London School of Hygiene and Tropical 
Mcdianc, 304, 938 
Long, C , bretylium (C) 262 
Longmore, D B —portable oraficial kidney 
(NI) 527, Thames (C) 432, (C) 649 
Longmuir I S ,o5cygcn determination (NI) 411 
Loudon, I S L , hospitals (C) 1247 
Loudon, J D O , labour (C) 373 
Louut, J F , strontium (C) 1448 
Love, E B , biochemistry (C) 1148 
Lovell, R R H deaths from anicsihetic (C) 45 
Lowbury, E J L, burns, 501 
Lowndes G A N , Margaret McMillan (R) 798 
Lowry, R B , brain abscess, 449 
Luft, R —chromosomes (C) 1144, diabetes, 897 
Luke, J C , renal transplantation, 572 
Lungs—disordered function of (A) 30, heart- 
lung machine for infants and young children 
(Ross) (NI) 1064 needle biopsy of (Sabour, 
Osman, Lc Golvan, and Ishak) 182, pneu¬ 
moconiosis (Oakley) (C) 1401, see also 
Asthma, Bronchi, Cancer, Emphysema, 
Leiomyosarcoma, Mucoviscidosis, Pneu¬ 
monia, Pneumothorax, Respiration, Tobacco- 
smoking, Tuberculosis 
Luntz, G R W N , tuberculosis, 1185 
Lunzer, E A , mentallj handicapped, 305 
Lupus erythematosus, systemic—(LA) 690, 
antinuclear factors in scrum of relauves of 
patients with (Poliak, Mandema, and Kark) 
1061 

Lutwyche, U , amcebiasis (C) 1352 
Lymphadenius, specific mesenteric (A) 1132 
LjTnphocytcs and Most Cells (Kelsall and 
Crabb) (R) 910 
L>'sinc, see Pregnancy 


M 

Macarthur, A M , pneumothorax (C) 120J 
McCann, J J , tuberculin testing of doctors (C) 
439 

McClure, D M > Per ardua ad ardtia, 1388 
McCuichcon,A D ,sulpha:moglobintcmia,240, 
(C) 492 

McDonald, A , type C adenovirus, 1327 
Macdonald, E K (O) 711, (correction) 822 
McDonald, G A , blood coagulability, 1111 
McDonald, M , asthma (C) 1354 
Macdonald, N , smoking (C) 1304 
McDonald, R , Fonconi s onarmio (C) 1146 
McDonnell, M J , radiology of lungs, 1051 
Macdougall, A I , blood cholesterol and aspirm 
(C)1399 

MocDougall, I, ulcerative colitis (C) 158 
McDowell, F, Handbook of Neurological 
Diagnostic Methods (R) 351 
McFadyen, I R , postpartum pre eclampsia, 
1009 

McGeown, M G , hyperparathyroidism, 1268 
MacGiUivray, I, appointment, 1259 
MacGiIUvray, R C , chromosomes, 626 
McGlashan, A , micturition (C) 376 
Maegregor, A G ,iron dextran (C) 155 
Maegregor, A R , Pathology of Infancy and 
Childhood (R) 1065 
MacIntyre, I , magnesium, 172, 348 
Maclver, J E , sickle cell disease, 516 
Mackay, I R , biliary cirrhosis, 521 
McKay, J H , scalpel blades (C) 46 
Mackay, R I, pmk disease (C) 321 
MacKenna, R M B , skm and mucosa, 55 
MacKcnzie, KM, hypertension, 781 
Mackcnzie-Wmtle, H , Thames (C) 600 
Mackett, J , electrocardiography (C) 551 
MacKinnon, K J , renal transplantation, 572 
McKissock, W —glioma, 77, hromatoma, 167 
McLaren, J R > ascites, 1331 
Maclean, A D W , bronchial cancer, 1005 
MacLcan, K S , cancer (C) 101 
McLeish, A C , general pracuce (C) 981 
McLenachan, J , fat embolism (C) 986 
MacLcnnan, H R , bromelain, 1420 
MacMahon, J F mental deficiency (C) 984 
McMichaeJ, J —coronary occlusion hyperten¬ 
sion (C) 261 

Macmillan, D , preventive geriatrics, 1439 
McMillan, Margaret—Margaret McMillan 

(Lowndes) (R) 798 
McNeill, R S , hydrocorusone, 404 
Maepherson D A (O) 215 
MacRae, D J blood transfusion (C) 367 
Madigan, C , radiographers (C) 548 


Maegraiih, B G —Chmeal Tropical Diseases 
(R) 910, eggs, 1395 

Magnesium—deficiency in man (Hanna, Ham- 
son, MacIntyre, and Fraser) 172, sulphate in 
treatment of coronary thrombosis (Craddock) 
(C) 1348 see also Kwashiorkor, Metabolism 
Malabsorption syndrome, 907 
Malaria—m Umted Kingdom, 907, Laboratory 
Technique for Study of Malana (Shute and 
Alaryon) (R) 474, malignant tertian, after 
blood transfusion (Grant, Permpanayagam, 
Shute, and Zeillin) 469, (Hamson) (C) 547, 
research (LA) 1067, WHO and eradication 
of, 1097 

Malformations, see Congcrutal defects 
Malignant disease, see Ckincer 
Malik, A , trichinosis (C) 439 
Malnutrition, see Metabolism 
Man—Phenomenon of Man (Talhard de 
Chardin) 430 

Manchester Medical Gazette, 1202 
Manchester University Medical School Gazette, 
1202 


Mandema, E , lupus erythematosus, 1061 
Manderson, W G , mussel poisoning, 307 
Mandible, significance of extreme movements of 
(Every) 37 

Manchsj G , myocardial infarction, 1049 
Mann, L , incontinence (C) 208 
Mann, N P , mcontmence (C) 710 
Manners, T , imipramine (C) 932 
Manners makyth man (C) 927 
Man’s Posture (Joseph) (R) 1176 
Manual of Hand Injuries (R) 1382 
Manual of Skin Diseases (Sauer) (R) 530 
Manufacturmg expenses (P) 1190 
Marchand, W E, Clinical Medicine and 
Psychouc Patient (R) 1431 
Alarfan s syndrome (A) 534 
Alargarel McAUllan (Lowiides) (R) 79S 
Margarine illness, 544 

Marin, G A, o\erhead frame for childs cot 
(C) 1199 

Marks, I M , renal necrosis, 680 
Alarks, J , anticoagulants, 220 
Marks V —insulin secreung tumour, 1329j 
subacute combined degeneration of cord, 893i 
suprasellar tumours (C) 497, (C) 708 
Mar6czi, J , Sabm vaccine (C) 497 
Marques de Assis—chromosomes, 1059, herma¬ 
phrodite, 129 

Alarrack, D , tumour, 1329 
Marriage and Periochc Abstinence (Holt) (R; 
1382 

Marsh, F —heatsuoke (C) 1030, hospital mfec 
tjon (C) 1403, staphylococci (C) 709, typhoid 
fever (C) 210 

Marshall, J —^hypertension, 881 
Marston, A , dry mouth (C) 1353 
Marli-lbanez F , Henry E Sigenst on History 


of Medicine (R) 246 
Martin, A A , mental hospital, 592 
Martin, L , chromosomes (C) 1199 
Martinez, J A , peritoneal splash (C) 1090 
Martin Hernandez, D , insulm activity, 1269 
Maryon, M E, Laboratory Techmque for 
Study of Malaria (R) 474 
Mason, A A , Hypnousm for Medical ana 
Dental Practiuoners (R) 136 
Massachusetts General Hospital 1935-1^30 
(Faxon) (R) 530 
Massey, D G bronchitis, 723 
Maternity services in Glasgow, 1151 
Mather, K , appointment, 217 
Matheson, K \V , mental health, 641 
Mathias, D J , water supplies, 1272 
Matrons, see Hospitals 
Matthews, G , resuscitauon (C) 601 
Matthews, W B , arterial auscultauon (O; oio 
Maudsley, R , fracture of fibula (C) 1030 
Maunn J , Echo virus (C) 1199 

Mawson, K , ormihosis, 18 
Mayer, E, pulmonary emphysema, 
(correction) 1358 
Mayer, J H , accidents (C) 496 
Measles—epilepsy and (A) 749, testing a 


MStementof Subjective Responses (Beecher) 


R) 1124 

;at, inspection of (A) 535 , 

chanism of Acuon of Insulin (Broom and 
^^olff) (R) 854 ,, 

diasunum, diagnosis of masses m (a; 
dical adviser (A) 1181 

dical and Dental Aspects of Fluoridation 
Cannell) (R) 1065 
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Dsfcics Tjn.oa, S6S 

'^trxlDirsctcrv, 102 

Vtij:! edi:c2tioa—broader medical teaching 
vM916 (Cerdew) (C) 1035, (Gcn.ns) (Restell) 

Q 1141, (Lcesoa) (C) 1195 p’rparanon fo’- 
CEIhs) 1041 Report of First j 
Icstitote cf Qir.ical Teadamg (Gee and 
Rdm ad) (R) S5t 1 


MiC -A_ EDrCATION —BrOt-dcning of rtirnr^.l I 
(BnDoVt) SIO—F2irul% st\.dies by S 
rcieaj (Prasad) 757—Teaching hospital, | 
—^Tests 0*’ anatomical knowledge j 
25^ , 


VeL=2El-cnc=.cs (Smyth) (R) 1232 
'^taninimnation, l‘*7,35* 

Vefxl Imtrance \gencv, 824 
iLneJ R.vncs (GLs^er) (R) 909 

FL-rsology and Biochemistry (Rudi 
^ B-L-a) (R) 1124 
''eicaiP-c^oaSoattv 920,970 

r*ccrds—^Design of Dooiments (Hog- 
^znd Cress) (R) 414 

Research Connal—<A) 193, (P) 270, 
•«4 S52 879, 1039, 12-*0, Pnetimoconiosis 
Bstaren Lmt (C) 1347 

Research Council of Canada, 1312 
Research Council of Ireland, 145S 
superintendents s« Pas 
Termuunon of Pregnanes Bill (P) 1255 
ad n-w Afoca (Gear) 1020, 
Micromtthods in C1mir?>l Mcmcine 
"unnsca) (R) 1012 Henrs E Sigensi on 
ham-y Med^one (Mam-Ibanez) (R) 2-*6 
12SS, (Herford) (Q 1353 
Rtnansmce Mcdicme (Go-doa) 
n\ Ti. of MeA.cme (Richardson) 

^ Pre^eanve \Vedicme and Public 
CR) 1012> Primer in Medi- 
* (Fmpwom) (R) 79S, Purpose and 
—: of Mediaae (Spence) (R) 246 




It 


^ P\2i 

v''C ^ ''^ooovtes (C) 119S 


ossooced with p-eviouh 
f (Duncan) 470 chemical 

E^sthesia (A) 1074 lepto- 
diagnosis in (Ross 

' t u' 


. *ru 


OL- 


4SD ci_ Law—A dmission of docu- 
to apptal against G AV C (Clsvton) 
j-^Anamia due to potassium peichlam»e ’ 
tts-^Appeal gainst GMC dismissed 
£C^309-BLdt bos (Bamngtoa) 259— 
^ J" transfusionj 976—^Death after 

710—Death associated wath 
—^Docto-s on council housing- 
Hospital board s responstbihts 
lurv^s responsibthtyin assessing 
-M responsibihti (Ellis) 103—New 
10S2—Non-communica- 
=PP=tl dismissed (Hill) 1^3— 
tm—..^ P^f OTeUwood) 310—Private 
p7 P-rt-nme consultants 818— 
tlrcft 976—^Too drunk to drive, 
(■' restrictive cos enant 


> Old Loa (A) 133S 

P'«=ibed. labelling of, 13,3 

Rsmaissance Medicine (Gordon) 


’LL-^ ' ™te (C) 101, (C) 265 

blood groups (O 1091 
wb following irradianon of 

Run Szakacs Hartnes and 

gobble) (Fleming Szakacs 
ISV) (C) 1252 (Dobbie) (Q 

f400 mucous and skin 

On? Rook of Dr 

'''nnga:a3_ 'f=dez (Kagour) (R) 13S2 


POtttahp. and gamma efferent 


''namur , 

(Pickles and (aitheroe) 959 
■ton (LA) S57 

'=n! d-s~„ of (Moneneff) 273 

(o h‘?‘ ^ 

Nil c, CTmsrd) (C) 1193 




fA^ 


Merial health—*2S Constructite ^o">u fer 
Mental Health in Kong Kong (Pnesue\) (R) 
352 International Catalogue of Mcnml Health 
Films, 772 Mental Health a Heme and 
■\b’^3d, 65S reses.rdi on (A) 1130 
Mental Heal Ji Act—implementation cf (P) 162, 
216 modification of Education Act, IQ—», 714 
MentalKealth(Scotlana)Bill(P) 52,211 313 
Mental health training m-«:ervice, fo'^ health 
■visitors (Affleck, Munro, Seder, M Jiescn 
and Beame) 641 

Mental hospital, metamorphosis of (Strata 
Gibb and Martin) 592 

Menial hospitals—-.drmiustratioa in (Kidd) (C) 
9S3 (FalU) (Bardon) (C) 10S9 (Kidd) (C) 
1252 (Barton) (C) 1^6, (Duffleld) (B.jdon) 
(C) 1347 admisMons to b> area 1396 
obs^r^non wards in (Crawford) (C) 1399 
MentaUv defectne—Mentally Subnormal 
(Adams) (R) 12S3 Mcn.al Subnomaal n 
(Heatoa-^ard) (R) 529 Sonal Renaoihtanon 
of Subnomial (Gunzberc) (R) 1283 ^ee also 
Chromosomes 

^ientallv diso’‘dered and Remplo*’ (P) 1256 
Mentalh handicappec—children 21S Menu_ll 
Hand-capped Children Growing Up (film) 
1457 reading, redtonmg, and specaj <cnool- 
mg among (Stem St-s-e*, anc Lunzer) 305 
Mentally Subnormal (Adams) (R) 12S3 
Mental numns, pKcebo effect in (Le A av) (C) 
1,03 

Mental Subno'maliti (Hea on-^ard) (R) 52Q 
Mepaenne, see Sarcoidosis 
Mer-29 , reTnparanol 
Mercer, C J th^Toid «ecrcnon 19 
Mercury, see Pink disease 
Met-bohsm cf—copper, 1294 magnes um 
infiuence c*' aldosterone on (Hanna end 
Maclnt\*re) 34S, magae«iura m infantile 
P'oteia malnutrition (Montgomery) ?•* 
potassium in relation to fodnevs, 6,5 s e cbo 
Calaum Gauche*^s disease, KeurebL-s craas 
Punae Thv^id gland 
Metastasis biologx of (LA) 123- 
Mcthammodjzeposide (lA) 855 (Miller^ (C) 
9S6 

Metric $>'stem (A) 5S9 

Metronidazole m treatment cf trichomoniasis 
(A) 123S 

Meycrowitz B R- blood flow 122 
Miall W E hi-perteasica (C) 1032 
Mice and men (A) 29 
Microbes, where do we find’ (A) 1130 
Micro-or^udism see Chromosomes 
hlicroo^ganisms—Directory of Collecnom and 
L-st of Speaes Muntamed la United K-ng- 
dem, Ghana and TnnidLd (A) 1130 
Microscopv see Electron micrcscop 
Mictunucn e Unne 

AUddlemis’: H-, Radiology as D agnomc Aid 
to Clmical Surgen (R) 6SS 
Middleses, gonc^hcea in 25, 

Midwiyes trammg of 957 
Mid'wives Rtiles, amendments to 106 
Migraine—hi-mo-al agent in’ (A) 1075 

p-ochlo*pera2ine in p-ophvLms (Dals- 
gaard-Niel cn) (C) S77 

Milk—composition of 75S hvpcrsensiuvit\ to, 
and sudden death in infancy (Parish Barrer 
Coombs Gunther and Camps) 1106 
(Brown) (Muckle) (Q 1253 (\CoodcoCK) (C) 
1301 see also Stre-num 
Miller A , prcstatec'omv, 8S7 
Miller A L , blood I7S 
MiUc-, J A AC shingles (Q 1034 
Miller O J Turner s svnd-ome (C) 14,9 
Miller R. G , names cf drugs (Q QS6 

MilIman,C G med-cclsupcnn enderts (O irO 

MilL J helicopter 363 
Milne J F Hesp:^ Aear Book 1961,13U 
\Uln- M D —-ppemtment l‘*0S hiTcr 
tension 381 
Mining see Statistics 

Mm ster o*" Heald'—''ew (A) 30, cn m*''t-21i 
handicapp-d child-ca 21S cn N-acnal 
Health Semce 103 Pa-Lameiuar^ Prva e 

Secreu-rvto 500 rtesignatica (A) 32 
Mm-s*cr Pens ens and Natsca-1 tas-ra'''e 
reported 104 

Xhuisuo HMltl>--Pbu-=a==f^ f’ 

129, ch-tf ircdical oS“=r of (A) 606 coo 
tvoUo- o" iupfL-h 990 d-vt!cp-^ 

936 Hesr DcwIcpwETt Liu CP) II°0 

nCTT rtsrcnil c'Sec m Lvypool 556 

fer 1959 202 Re'vjn Mm- trv o «ea-un 
frt-N-,^rl059 P-otn 1136 


Mitchell J P , p-osta ec*om-", S^'S 
Miuial, ^ee He^ 

M-*ryoch U , chromosomes fC) 597 
Modem Kutruon in Health and D-sease (ACohl 
ard Gccohart) (R) 293 

A<odem Saennfe Aspects c^Kcurw^egy *.Cwin- 
irgs) (R) ,7, 

Modem T**ends m Urology (R.ches'' ^R^ 1,32 
Moer*ca K J , Diagnc's and T'^tment o- 
Dtse-ses Tracnea and B’-onchi (R) 29S 
Moham^-d, S D , tetanus, 721 
Mole«, hydatuo-Tn e Cnromo«''mes 
Molphy, R-, resmra o-y ob’^trucacn (C) x33 
Mo'^cneff, A—men _1 deject, 273, ^mell 
ace o^e (C) 552 

Mongcu—espense to atropme (P~er) \C) 

20S see also Chrome orr^ 

Monro D C 'O) 1355 1-^07 
Mon gome*y, R D—kw-sh-c-kc’' (C; 26, 
m-gaesium 7-* lei-rus, 37 
Mcntuschi E ,b'etvLuan to^U e 75Q 
Moon^j F S ,anscm— 291, (C'768 tC 1055, 
(O 13,5 

Moo-e B ,Sfcp^ cj^eus -*53 (co—ecti'^'n''60S 
Moore, F D , Bntam ard Amerca 135Q 
Mcx)*e G E , cancer (C) SI, 

Moo*c ME, chest racuograpn (C) 1302 
Moo*^ T , lemJ- presua e (C) 20, 

Moc’‘head T G (O) 37S 
Momto J M Uposid-se ''C) 51 
Mo-gan, D M- hpids lO-o 
Mo-gan, IT K C amvlo dcsis <C> 2o5 
Morgen R O -emJ transpLn-a jon, 572 
N^o“le% D C cold mjur<. 1170 
Mc-le\ H S (O^ 16- 
Mom« 1 B , E.S ^ (C) •«2 

Motis j N—co<-t of becoming docto* (C)-*5, 
hvpenensios 829, (C) 1032 
Mom , K N tretanure (C) 370 
Mo-n' AT I C S Rhodss-a (Cl 601 
Mom-on E G No Crving in this Cranie (R) 
10o6 

Momson R b-onch-J (xacer 615 
Momson S L hx-p^^ea-ten 82© (C) 1032 
Mo’-'clt G uhrembetest (C) 553 
Mersen G , S Pe er s HospiuJ fo S one 
1860-19^ (R, 1-^2 
Momme^ E A , Su-.?hiloco-ci 620 
Mommer P E pseudenermaphrod t.«a (C) 
•t3S 

Mommer P L F n-uresurgerv (C) 76S 
Mommer R heastroke (C) 1030 
Monen AT <.0) 215 
Monuanes ''A) 133S 
Mo^, L bnmsm (C) 435 
Mcs^el D A A diarrhoia 295 
Motor cars—p-rkiag and d-'abled drivers 
(Piper) (C) 50 

Motul kv A G thremboevtopm- (C) 1*»,9 
Mouth— bumirg lips 2 s<oci- ed wiuh ceso* 
pb-real refiun (Gar-etts) 1376 drr, trt^mient 
01 (Djkes Hams, and M-r^ton) ».C) 1353 

Mosoa A A restr'ct-ie co-venart (MU'* 103^ 

Muckle T J hvper'ensiu'nn to nulk (O 1253 
Muco-nsado^ as fairo- in chrerue l^mg d-«ecse 
m adults (Ka-luh a-*id T-r-ok* ^ 514 
MUdal S chromosomes (C) ,92 
MuIhoU-nd J H., Cur-tn Surgical Man.ge- 
tacat 'R) 1176 
MuUms A asthma (C) -^,0 
Munro D M , men--J health 6,1 
Murde* see Cnr'e 
Murdoch J M b-c-'chias (C) 10=^7 
MurM R S cpc'cting theatres (C) 13,6 
Murphi M , amopm* (C) 129S 
Mur-a\ D S , omithous (C) 101 
Muryzi I esmuc armts (C) 266^ 

Muscles—Man s Pcs ure Jose^’h) (R) 1U6 cf 
resptrajcn and p^ech (A) 637 oxid—.ve 
enz*zrr^ ard pho«p''c-yLs* n ceronl-ctr-e 
T>ubow-'t 2 ard Peers*' 23 ee cho 
B*eiL-m tcrL- Expense-* Mvalgia, 

Myssuhema Pc’i-mi-c^as 
Mussel pc' O'* ng b, (Gemmlll a^d Awarder- 
on'^ 307 (Bezm-r'' (C/ 1*«50 
Mi-algia ep deruc cerv’cal (Ben cn) (Q ,35 
Minsd'crua grains tre c end p’ cs in (A'J S03 
Vretema c*d.mlirc-.-me- c<-tCoefc !''0 e-d 
R^Un) 1112 

Mvelcma j« Elenrcp''^*es s 
MN-ceba-ma arc-%m~*.- mfecuca b** (UA> 
1180 

Mj'ocard-J sec He.jn 
M>'rp - co-gemlJ (A'l 1Q-* 

A'v-x^de-na see T^T-*cnd p 



\V1 


MARCH 11, 1961 


INDEX TO VOLUME II, 1960 


Supplement to the lancet 


N 


Ncevus, see Kills 

Kmh—pigmented ncevus of (Harvey) 848, small 
arteries of nrnlbed in diabetes mcllitus (Landau 
and Divis) 731 

Nokamoto, S , artificial kidney, 111 
Nirnsimhan P—electrocardiography (C) 317, 
Stevens Johnson syndrome (C) 376 
Nash, F A , diagnostic reason and logoscope, 
1442 

National Assistance Board report for 1959, 165 
Nitional Assistance rates, proposed increases in, 
1081 

National Association for Mental Health, 658 
Notional Corponuion for Care of Old People, 
879, 990 

National Council for Unmarried Mother and 
Her Child, 1040 

Notion'll Council of Social Service (A) 1237 
Notional Fund for Research into Poliomyelitis, 
105 

Notional Health Service—1023, fixed costs In 
(Seale) 696, (Ross) (C) 814, (Scale) (C) 926, 
Socrates on Health Service (A) 1017, supple¬ 
mentary estimates, 1202 (P) 1305, trc'ilmcnt 
of foreign visitors (P) 1255, see also Doctors, 
Drugs, General practice. Health, Hospitals, 
Midwwcs Rules, Minister of Health, Mims 
try of Health, Nurses, Nursing, Patients, Piy, 
Prescribing, R'ldiographers, Study tours 
NaUonol Institute of Medical Research, 252 
National Insurance, proposed increases in, lOSI 
National Marriage Guidance Council, 824 
N itional Resc'irch Council of Canada, 1312 
Nationil Service and doctors, 1258 
National Society for Mentally Handicapped 
Children, 218 

Nauonal Spasiics Society, 218, (A) 750 
N C P in burns (Cason and Lowbury) 501 
Needles, radium, set Stenhsauon 
Ncligan, G A , osteomyelitis (C) 600 
Nelson, D har\cst mite (C) 153 
Nelson, P I< , oxygen (C) 317 
Neomycin—in burns (Cason and Lowbury) 501, 
m also Si'iphylococci 
Neoplasms, see Tumours 
Nephritis, sec Kidneys 
Nephron, see Kidneys 
Nephropathy, see Kidneys 
Nephrotic syndrome, see Kidneys 
Nephrotoxicity, see Kidneys 
Nervous system—Chemical Senses in HciUh 
nnd Disease (Kalmus and Hubbard) (R) 1065, 
Diseases of Nervous System in Inf'incy, 
Childhood and Adolescence (Ford) (R) 1332 
Electrical Activity of Nervous System 
(Brazier) (R) 1232, Handbook of Neurological 
Diagnostic Methods (McDowell and Wolff) 
(R) 351, Modern Scientific Aspects of 
Neurology (Cummgs) (R) 474, mussels, 
neurotoxic poisoning by (Gcmmill and 
Manderson) 307 neuralgia, post herpetic, 
allcvntion of (Taverner) 671, (Barrett) (C) 
1352, neuralgia, trigeminal (Frost) (C) 765, 
(C) 1088, and other neuralgias, phcnytoin in 
treatment of (Braham and Saia) 892, Ncuro 
logic il Examination of Infant (Andr6 Thomas, 
Chesni, and Dargassics) (R) 1124 neuro¬ 
logic il practice in mental observation unit 
(Gooddy, Gauuer-Smith, and Dunkley) 1290, 
Neurology (Gnnker, Bucy, and Sahs) (R) 
584 Neurology of Infancy (Dekaban) (R) 
190, normality and gamma efferent system 
(Menkes) 1394, Studies on Vertebrate Neuro 
genesis (Ram6n y Caial) (R) 190, Sturge- 
Weber Syndrome (Alexander and Norman) 
(R) 413 Sturge Weber syndrome (Hayward 
and Bower) 844, (Lehmann and Forssman) 
(O') 1450, subacute combined degeneration of 
cord, effect of vitamin B, therapy on blood 
pyruvate levels in (Hornabrook and Marks) 
893, vasomotor reflexes in relation to blood 
volume in open heart surgery (Nixon, 
Grimshaw, and Woolcr) 1429 virus infecuons 
of central 906, (A) 1184, see also Brain, 
Chorea, Neuroblastomas, Surgery Tempera 
ture 

Ncsfield, V , painful hip (C) 1348 
Ncstadl, A , brain abscess 449 
Ncuberger, A , porphyria (C) 368 
Neuralgia Nervous system 
Neuroblastomas, catecholamine metabolism in 
(Voorhess and Gardner) (C) 651 
Neurology, see Nervous system 
Neurosurgery, see Surgery 


New Bcginmngs (film) 1038 

Newborn, see Babies 

Newer Virus Diseases (Adams) (R) 910 

New Inventions —Adapters for paidioinc 
antcsihcsia and resuscitation (Levin) 80— 
Artery bank (Savage) 245—^Artifictn! kidney, 
portable (Longmorc) 527—Audio monitoring 
of electroencephalography during surgery 
and on'csthcsia (Pampighonc and Picton 
Robinson) 352—Biopsy tube, muUiple- 
rcirievmg small intcsunal (Baker and Hughes) 

686— Bladder syringe, new (Cox) 687— 
Bone fragment forceps (Sharrard) 244— 
Brace screwdriver (Osborne) 1011—Bronchial 
flow meter (West) 90S—Control unit for 
suction with repeated release (Bentley and 
Rowan) 852—Device for controlling flow of 
parenteral infusions (Schocnfeld and Edis) 
851—-Device for supporting Boyle Davis gag 
during pharyngeal operations (Thomas and 
Waller) 188—Endoradiosondc or * wireless 
pill , application of, to recording of uterine 
contractions and foetal heart sounds (Smyth 
and Wolff) 412—Forceps, angled catch, new 
type of for anterior colporrhaphy (Russell) 

687— Forceps for measuring skin fold tlnck- 
ness (Vcrcl and Kesterven) 962—Heart 
lung machine for infants and young children 
(Ross) 1064—Heater for blood transfusion 
bottle (Gfiflith) 1174—Knife, skin grafung 
(Watson) 687—Limb suspension m vancosc- 
vem surgery (Lawnc) 797—Mulupurposc 
cardiac catheter (Nixon and Snow) 582— 
Oxygen, new method of determination of 
(Bracken Glover, and Longmuir) 411— 
Portal venous pressure, recording of, in man 
(Shaldon) 244—Recta! irrigation (De Jodc) 
583—Spinous process forceps (Sharrard) 188 
—Standard obstetric forceps (Rhodes) 631— 
Sucker for emptying intestine (Lawrie) 1123 
—Sucuon lube for Freycr s prostatectomy 
(Horwich) 630—Suction tube for use during 
tonsillectomy and adcnoidcciomy (Pickard) 
583—Warning device for use m surgery 
(Trotman) 471 

Newman, M , atherosclerosis (C) 927 
Newsome, J > harvest mite (C) 101 
New ion, K A , cancer (C) 98 
Newtonian physic (LA) 533 
Nicholl G W R , Survival at Sea (R) 26 
Nickle, sensitivity to, as cause of infusion 
reactions (Stoddort) 741 
Nicol, H , tobacco (C) 435 
Nicolcsco, J , Travaux scicnlifiqucs (R) 136 
Nicolmic acid, see Heart 
Nicwiarowski, S »trichinosis (C) 439 
Nigerians, see Htcmoglobmuna 
Nilsson, K , wounds, 230 
Nitrous Oxide in Dentistry (Bourne) (R) 909 
Nixon, P G F—cardiac catheter (NI) 582, 
open heart surgery, 1429 
Nixon, W C W , ovaries (C) 981 
Nobbs, K L G , confusion in elderly, 888 
No Crying m this Cradle (Morrison and , 
Goldman) (R) 1066 

Norcthandrolonc, sec Cicatimnc, Kidneys 
Norman, L G , ischicmic disease (C) 1300 
Norman, R M , Sturge Weber Syndrome (R) 
413 

Norman-Taylor, W , * spiritual healers (C) 
768 

Norris, J A , death of, 252 
North West Mciropoliian Regional Hospital 
Board, 1098 

Nose—nasal smusius, chronic, Pasteurella 
sepuca in (Bartley) 581 
Nour Hldin, F , blood transfusions (C) 102 
Novick, R BRL 1241 (C) 978 
Nuclear Safety Advisory Committee, 106 
Nuffield Foundation grant for industrial service 
(P) 270 

Nuffield Orthopordic Centre, 105 
Nuffield Provincial Hospitals Trust (LA) 689 
NulUus m verba (A) 195 

Nunn A H , hcmatemesis and mclrena, 507 
Nurses—Florence Nightingale s Nurses 

Nightingale Training School (Scymer) (R) 
584, hospital, sickness absence among (A) 
418 looking after children of (Coghill) (C) 
1148 staff, 272 see a/so Isoniazid 
Nurses (Amendment) Bill (P) 1306 
Nursing—History of Nursing Profession (Abcl- 
Smith) (R) 961, see also Mental nursing 


Nutrition—(Pyke) 701, Modem Nutnuon in 
Health and Disease (Wohl and Goodhatt) 
(R) 298, see also Malnutnuon 
Nu?zo, F , chromosomes, 130 
Njassaland—smallpox in (P) H55, see also 
Rhodesia 


Oakley, A F , pneumoconiosis (C) 1401 
Oakley, D P , hyoscinc (C) 761 
Obesity—too many calories (Ross) (C) 97, 
(Kihan) (C) 205, (Fumass) (C) 263, treat 
ment of (Bradham) (C) 43, treatment of, by 
■ high fat ’ diet (Yudkin and Carey) 939, 
(Sasicm) (C) 1093, (Yudkin) (C) 1302, (Carey) 
(C) 1303, (Fursl) (C) 1400, treatment of, by 
intestinal operauon (With) (C) 207 

OBITUARY 
Abemethy, D A , 52 

Barber, H S , 1150—Barling, S G, 163— 
Barmville, H L , 1150—Baxter, J S , 821 
—Bignold, C A , 1407—Boldcro, Sir H , 
1307, 1355—Bowerbank, Sir F, 770— 
Brown, A , 1036—Burston, Sir S , 554 
Carling, Sir E R , 213 
Finch, Sir E , 1456 

Galbraith, W W, 1256, 1310—Galloway, 
R L , 1456—Gaskell,} F ,711—Gcmmcll, 
Sir A, 819—Gillies, H D, 655, 770— 
Goodpasture, E W , 822—Goodwin, Sir J , 
1821—Gordon Taylor, Sir G, 604, 657, 
712, 771—Graham Hodgson, Sir H , 498 
Haden Guest, Lord, 498—^Hamill, J M , 
1308 

Jailer, J W , 555—Johnson, J T, 878— 
Johnston, T B , 877—Jones Davies, T E, 
555, 606 

Kennedi, A , 53—Kennedy, A M, 820— 
Kerr, J M M , 934—Kimbell, C \V A , 
1035, 1095—Klein, M , 770 
Lennox, W G , 322—Levy H , 770 
Macdonald, E K, 711, (correction) 822— 
Maepherson, D A , 215—Monro, D C , 
1355,. 1407—Moorhead, T G, 378— 
Motley, H S , 164—Morion, W , 215 
Paterson, J E , 1096 

Rae, J B , 1201—Richardson, Sir V , 712— 
Robinson, H, 822—Rook, Sir A , SOS- 
Rose, A C , 657—Roy, D W , 1406— 
Russell, J , 606 

Saunders, G F T, 1308, 1407 —Scott, 

J W L , 1150—Seymour, J C , 1309— 
Simpson, R R , 1309—Smith, D A , 443 
Ternovsky, S, 1407 

Warren, M W , 656, 712 —Waterman, A A , 
878—Williams, F G H , 442 


Obscenity, 1024 

Obsicincs—Contributions to Obstetrics and 
Gy'ii'ccology (Shtrodkar) (R) 1176, modem, 
evolution of (Baird) 557, 609, obstetric 
flying squad (A) 249, (Walker) (C) 550, 
(Walker) (C) 766, (Stabler) (C) 815, (Vartan) 
(C) 929, (Griffiths) (C) 1090, obstetric forceps, 
standard (Rhodes) (NI) 631, see also Kidneys 

O Carroll, F M , fluoridation (C) 109 

Occam s razor (A) 302, (Roantree) (C) 600 

Occasional Book —Phenomenon of Alan 
(Teilhard de Chardin) 430 

Occasional Survey —Medical and biological 
aspects of fluondauon, 425—Radio frequency 
radiation, 484—Virus tumours of mice, 200 


:cupauons—Classification of Occupauons, 
1257 

:key, C H , chromosomes (C) 492 
Connor, A S , adverusing (C) 442 
Connor, C , Congenital Malformations (K; 
854 

lens, M , Coronary thrombosis (C) 1145 
Doherty, E , appointment 165 
dema—cerebral, treated with arfificml wdney 
(Goldsmith, Nakamoto, and Koltt) iii> 
cyclical, and shock (LA) 746, (Clarkson) (C) 
1032, m cor pulmonale, cause of (l^oiax, 
Haynie, and Schwartz) (C) 156, (Campbell 
and Short) (C) 266, 
amodiaquinc (Sidt and 

(C) 930 (corrccuon) 1040 (Bettlcy) (C) 980, 
some causes of (LA) 1179 
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(Bophajus—ctsophagius dissecans supufiaalis 
(Stevens and Dove) 1279, see also Cancer, 
Hamorthage, Mouth 
Ogilvie, A G , steroid therapy (C) 493 
0 Gonnan, F J P , chromosomes, 736, (C) 982 
0 Gorman, P i pathologists (C) 1028 
0 Grady, F , i^ecuous airborne particles (C) 
549 


Ohneda, A , prediabetes, 461 
Oldham, P D , hypertension (C) 264 
Oligophrema see Chromosomes 
Oliver, M F—^blood cholesterol and aspirin 
CO 1399, cholesterol (C) 1298 
Oliver, R. E W , psychiatry (C) 261 
Olion, E S , hepauus (C) 320 
On being omp, 1188, (Gardiner) (C) 1297 
Oophorectomy, see Hysterectomy 
Operaung, see Surgery 

Operatmg theatres, refrigerated ventilation for 
(Murlej) (C) 1346 


Ophthalmology, see Eyes 
ORahilly, R., Anatomy (R) 688 
Orbit, lee Eyes 

Order of St John of Jerusalem, 1458 
Organophosphorus compounds used m agncul- 
tute and homcultute, poisorung by, 201, 431 
Otma, E , hypertension (C) 51 
Omthosis m raUway guards (Dew, Mawson, 
HIman. and Brough) 18, (Murray) (C) 101, 
(&man) (C) 152, (Gnst) (Ellenbogen) (C) 
207, (Osman) (C) 494, (Dekking) (C) 648 
Onega, M J , psychoanalysis (C) 763 
Onhopatdics, see Surgery 

^■°<*'i>nstry (C) 1033 

ft^me, Geoffrey, brace screwdriver (Nl) 1011 
tnoome, Gordon, radiographers (C) 96 
«nian, L M , biopsy of lung, 182 
^tnro, W H , ormthosis (C) 152, (C) 494 
os^odystiophy, fanuhal, unusual form of 
(Barber) (C) 154 

Agenesis m relauon to delayed uruon and 
pseudoarthrosis, 702 

“““ ‘‘15, (Bremnec and 

N^gan) (C) 600, (Campbell) (C) 930 

«« Ears, Laryns , 

^itaeof Orthopadics (Adams) (R) 26 „ 

Outpatients, leePanents 
ovmea-conservauon of (Nixon) (C) 

Q (0) 1300, see also Hysterectomy 

O™ (LAI 1013 

OnS 9 JJ-'l'uf child (0 762 
Owen 1®2 

OxfTjZ J ’ (C) 931 

9^1, “' lAl 1336 

^“dec 2 enoic aad, 271 

°1 (Bracken, Glover, 
1239 (Nl) 411, for convnilsions (A' 

ttleth’od S'P'”';,!!^'''®"! 1111 317, (A) 1129 
Sc« udministrauon of, whicl 

(Campbell) 12 

carbon rZl '“‘1“ pressure for treatins 
Sharp) oos'’'?^'^', (Smith anr 

OtlT^cvnl, Muscles, Respirauon 

«i?ap) (c'i4?r'^ 


981, 

1200, 


Pack G T T 
Du are, (R)^m'”'“ 

Padn,*' f'^'Pl'd (A) 804 

Pam—“™“>d therapy, 410 

of arm, treat 
P«t hS^, Farrow) 336 (Troup) 
S) 6771 “; ';'“?lsia, alleviauon of 
Uon Spine ^^'^Bum tosylate,: 

ll“"“"edons chi 

A J 

^*^5 A ut Paral\t,, 

201 

^ 201 

p 352*'“'®' 65 , electroencephalograp 

I*'"! Gtl£? “ulabsorpaon (Rawso 
(LA) 137,^17^“* “O'! Stamme 
p®a)(Q'fM4 °1" uodPnchard) 

'^»*-aoa p V ’ 

> »»ninerus (C) 1093 


Pap, Z , o^cytetracyclme (C) 1451 
Pappworth, M H—^hypertension (C) 1349, 
Pnmer m Mediane (R) 798 
Paraffin poisoning (George) (C) 318 
Paralysis—Guillain Barre syndrome (A) 84, 
saauc (A) 141, jee also Respiration 
Parathyroid glands—partial insuffiaency of 
(Salvescn) (C) 707> see also Hyperpara¬ 
thyroidism 

Paris, junior hospital appointments in, 714 

Parish, H J , tetanus (C) 494 

Parish W E , hypersensitivity to milk, 1106 

Parker, R , endocarditis, 242 

Parkes, W R , hypertension (C) 152 

Parkhouse, J , tracheostom> tube, 407 

Parkin, D , Libnum (C) 816 

Parkmg and disabled driver (Inman) (C) 764 

Parkms, R A , sprue, 1366 

Parks, AG, cancer (C) 1402 

PARLIAMENT 

Accused persons, medical exammauon of, 
1455—Aircraft, disinfestation of, 1405 
Beaches, sewage pollution of, 161—Bosmg, 
1454 

Children in prison, 313, 1256—Colonial 
Medical Service, 162—Consultants, repre- 
sentauon of, 1255—Corporal punishment, 
1149—Cnrmnal Justice Bill, 1189 
Deaths in childbirth, 211—Diesel fumes, 1190 
—Doctors, emergency calls for, 270, o\cr- 
seas, 1150—Drugs and dressings for pn- 
vate patients 1190 prices of, 1404, 1455, 
proprietary, brand name of, 162, pro- 
pnctar>, cost of, 213 

Family Plarming Assoaauon s poster, 1406— 
Food hygiene regulations, 1306—Foot- 
and mouth disease, 1150—Foreign visitors, 
medical treatment of 1255 
General practice assistants pay of, 162— 
Got^ers report, 313—Grants to local 
authorities, 1305, students, 313—Group- 
practice loans, 213, 1190, 1306 
Health centres, 212—Home-helps, 1405— 
Hospital building programmes 162, pro¬ 
gress, 269 staff, shortage of, 1255 under¬ 
spending, 1405 —Hospital Dc\elopment 
Umt, 1190—Hospitals, voluntary funds of, 
1255—Human Tissue Bill, 1354, 1454 
Industual dermatitis, 94 
Manufacturing expenses 1190—Medical 

students, intake of 211, superintendents 
pay, 52—Medical Tcrminauon of Preg 
nancy Bill 1255—Mental dcfiaency hos 
pitals, number of beds and waiung lists of, 
94 —Mental Health Act, implcmentauon of, 
162—Mental Health (Scotland) Bill, 52, 
211,313 

Nauonal Health Service supplementar> 
estimates, 1305—^Nuffield Foundauon s 
grant for industrial health service, 270— 
Nurses (Amendment) Bill, 1306 
Outpauents and consultants, 212 
Parliamentary Medical Committee, 1190— 
Phenylketonuria, 313—Poliom>chus \ac- 
anauon 1095 1256—Pnson medical 

officers, ps>chiaincqualificauons of 1455— 
Professions Supplemental^ to Mcdicme 
94 —PubUc Health Bill, 1149—PubUc 
Laboratory Service Act 313 
Queen Mar> s Hospital Rochampton, 1404— 
Queens Speech 1095 

Rating and Valuauon Bill, 1306—Regional 
hospital boards, capital expenditure of, 1306 

_^Reinplo> and mentally disordered 1256 

—Research, new plans for, 270—Road 
casualties charge for 1406—^Rojal College 
of Physicians of London, new buildings of 
1404, 1455 ^ . 

St Helena surgeon for 1455—Saentinc 
soaeues, finances of 1149—Smallpox m 
Njassaland, 1455—Social workers, 1405— 
Slate scholarships, means test for 1306— 
Strontium and leukamia, 1405—Siud> 
tours 212 

Venereal diseases and >ou ig people, 1405 
Welsh teaching hospital, 1095 —Wolfenden 
report 92 

X>locame, fatal overdose of, 1455 I 

Younghusband report, 313 J 

Parliamentar> Medical Comxmttec (P) 1190 

Paroud glands see Brci^Iium 

Pamsh J A cancer (C) 603 

Parr>, E H O , coronar> occlusion 991 

Parrv. W H , copper poisoning 700 


Parsons, F M , norethandrolone, 577 
Parsons, V, anuietanus serum, 1229 
Parthasaraihi, R., benethamine penialUn (C) 
1352 


Parton, I, Urology in General Pracuce (R) 1232 
Passe>, R D , ghoma (C) 267 
Pasteurella sepuca in chronic nasal sinusitis 
(Bartley) (C) 581 
Paterson, J E (O) 1096 
Patey, D H , hver (C) 876 
Pathologists—at crossroads (Cappell) 863, 
future organisation of (Tajlor and Pulvertaft) 
(O Gorman) 1028, (Heggic) (Boycott) (C) 
1084, (Walton) (Coleman) Oordan) (C) 1085, 
see also The Widdicombe File 
Pathology—geographical, 149, Pasdiatnc Patho¬ 
logy (Stowens) (R) 79 Pathology of Infancy 
and Childhood (Maegregor) (R) 1065, Recent 
Advances in Climcal Pathology (D\ke) (R) 
530, Surgery and Clinical Pathology m 
Tropics (Bowesman) (R) 351, Textbook of 
Surgical Pathology (Illingworth and Dick) 
(R) 1382 

Pauents—mental hospital, areas of residence of, 
1396 outpauents and consultants (P) 212, 
seriously ill and helicopter (Skone and Mills) 
363, (Bodman) (C) 932, tuberculous, unco- 
operauve (A) 420 
Patrono, V , growth hormone, 465 
Patton, J L , toothbrush (C) 267 
Paulssen, M M P ,hsmodial> sis, 1055 
Paw an, G L S , unne, 6 
Pai of—biochemists, 1457 dentists, 4S2, 
doctors, 482, (A) 804, general pracuuoners, 
assistant (P) 162, medical superintendents 
(Gilsenan) (C) 43 (P) 52, (Gore) (Bethell) (C) 
100, (MiUman) (C) 156, (Chambers and 
Lomas) (C) 266 (Frost) (C) 434, ph>sicists. 


1457 

Peace at the Last (Hughes) (A) 193 
Peacock, J H , Ra>*naud s disease 65 
Pcarse AGE disease of muscle, 23 
Peart, W S , arterial ausculiauon, 219 
Pegg,D E—bone marrow, 1426 cancer (C) 98 
Pemphigus and pemphigoid (MacKenna) 57 
Pemallamine and excreuon of copper 1295 
Pcnallin— B (Fairbroiher and Ta>lor) 400, 
(Garrod) (C) 549 BRL1241 (Rolmson, 
Stevens, Batchelor Wood, and Cham) 564, 
(Brown and Acred) 568, (Elek and Fleming) 
569, (Novick) (C) 978, (Elek and Fleimng) (C) 
1086 pcmcillinase resistant (LA) 585, see 
also Beneihaimne penicillin 
Penrose, L S , chromosomes, 409 
Pensions proposed increases in, 1081 
Pentohmum, blood-volume and tolerance to 
(Ronnov Jessen) 669 

Pepuc ulcer, excrenon of 17-h>ciroxycorucos- 
teroid in, 907 

Perabo, F E , Afghanistan (C) 877 
Pereira M S , lar>iigotracheobronchius, 790 
percra, G A , h>’pertension (C) 153 
Penmetry, see E> es 
Pennpanayagam, ^I S , malaria, 469 
Peritoneal splash (Roberts) (C) 710, (Smiddy) 
CO 876 (Watts) (O 983, (Martinez) (C) 1090, 
aewers) (C) 1147 

Perkms, E S , Transparenc> of Cornea (R) 798 
Perlman, H H , Pcdiatnc Dermatology (R) 797 
Perphenazine in Hunungton s chorea (Paken 
ham Walsh) (C) 767 (Conway and Boardman) 
(Pakenham Walsh) (C) 982 
Pemn, E V mcgacolon (C) 50 
Pertussis (A) 139 
Pessaries see Vagimus 

Pharmacology—Introducuon to Pharmacology 


(Lewis) (R) 79 

hear, D pulmonary embolism, 832 

heiundione see Blood Kidneys 

henol, intrathecal (Draper) (C) 265 

henomcnon of Man (Teilhard de Chardin) 430 

henothiazine (LA) 855 

iienylketomina (P) 313, (A) 356 

lenytom in treatment of trigeminal and other 

neuralgias (Braham and Saia) 892 

nllips D E , copper poisoning 700 

uJIips R A chole-a 999 

losphorylasc irr Muscles 

lysics—Medical Physics (Glassc-) (R) 909 

lysiasts pay, 1457 . „ . 

ivsiology—Chmeal Phyiiologv (Canrbcll and 

Dickinson) (R) 245 Medial Physiologv a-d 

Btochermsjy (Rocb and FU on) (R) 112* 

Phvsiology of Prematuniv (Lanman) CR) 35* 

Principles of Gen-ml Phvuclcgy (Bavl is) 
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Stippiment to the lancet 


N 


Njcvus, see Nails 

Nails—pigmented noevus of (Harvey) 848, small 
arteries of nailbcd in diabetes mellitus (Landau 
and Davis) 731 

Nakumoto, S , artificial kidney, 111 
Narasimhan, P —electrocardiography (C) 317, 
Stevens Johnson syndrome (C) 376 
Nash, F A , diagnostic reason and logoscopc, 
1442 

National Assistance Board report for 1959, 165 
National Assi^ancc rates, proposed increases in, 
1081 

National Association for Mental Hcaltli, 658 
National Corporation for Care of Old People, 
879, 990 

National Council for Unmarried Mother and 
Her Child, 1040 

National Council of Social ScrMcc (A) 1237 
Nauonal Fund for Research into Poliom>clius, 
105 

National Health Service—1023, fixed costs in 
(Seale) 696, (Ross) (C) 814, (Scale) (C) 926, 
Socrates on Health Service (A) 1017, supple 
mentary estimates 1202, (P) 1305, treatment 
of foreign visitors (P) 1255, see also Doctors, 
Drugs, General practice Health, Hospitals, 
Midwives Rules, Minister of Health, Minis 
try of Health, Nurses, Nursing, Patients, Pay, 
Prescribing, Radiographers, Study lours 
National Institute of i^ledical Research, 252 
National Insurance, proposed increases in, 1081 
National Marriage Guidance Council, 824 
National Research Council of Canada, 1312 
National Service and doctors, 1258 
National Society for Mentally Handicapped 
Children, 218 

National Spastics Society, 218, (A) 750 
N C P in burns (Cason and Loisbury) 501 
Needles, radium, set. Sterilisation 
Ncligin, G A , ostcomiditis (C) 600 
Nelson, D , harvest mite (C) 153 
Nelson, P K , oxygen (C) 317 
Neomycin—in burns (Cason and Lowbury) 501 
see also Siaph>lococci 
Neoplasms, see Tumours 
Nephritis, sec Kidneys 
Nephron, see Kidneys 
Nephropathy, see Kidneys 
Nephrotic syndrome, see Kidneys 
Ncphroioxicil>, see Kidneys 
Nervous system—Chemical Senses in Health 
and Disc ise (Kalmus and Hubbard) (R) 1065, 
Diseases of Nervous System in Infancy, 
Childhood and Adolescence (Ford) (R) 1332, 
Electrical Activity of Nervous System 
(Brazier) (R) 1232, Handbook of Neurological 
Dngnostic Methods (McDowell and Wolff) 
(R) 351, Modern Scientific Aspects of 
Neurology (Cuminps) (R) 474, mussels, 
neuroioxic poisoning by (Gcmmill and 
Manderson) 307, neuralgia, post herpetic, 
alleviation of (Taverner) 671, (Barrett) (C) 
1352, neuralgia, trigeminal (Frost) (C) 765, 
(C) 1088, and other neuralgias, phenyloin in 
treatment of (Braham and Saia) 892, Neuro¬ 
logical Examination of Infant (Andr6 Thomas, 
Chcsni, and Dargassics) (R) 1124, ncuro 
logical practice in mental observauon unit 
(Gooddy, Gautier Smith, and Dunklcy) 1290, 
Neurology (Gnnker, Bucy, and Sahs) (R) 
584, Neurology of Infancy (Dekaban) (R) 
190 normality and gamma efferent system 
(Menkes) 1394 Studies on Vertebrate Neuro- 
genesis (Ram6n y Caial) (R) 190, Sturge- 
Weber Syndrome (Alexander and Norman) 
(R) 413, Sturge Weber syndrome (Hayward 
and Bower) 844, (Lehmann and Forssman) 
(C) 1450 subacute combined degeneration of 
cord, effect of vitamin B, therapy on blood 
pyruvate levels in (Hornabrook and Marks) 
893, vasomotor reflexes in relation to blood 
volume in open heart surgery (Nixon, 
Gnmshaw, and Woolcr) 1429 virus infections 
of central 906, (A) 1184, see also Brain, 
Chorea, Neuroblastomas, Surgery Tempera¬ 
ture 

Ncsficld, V , painful hip (C) 1348 
Ncstadt A , brain abscess, 449 
Neuberger, A , porphyria (C) 368 
Neuralgia, see Nervous system 
Neuroblastomas, catecholamine metabolism m 
(Voorhess and Gardner) (C) 651 
Neurology, see Nervous system 
Neurosurgery, see Surgery 


New Bcgmmngs (film) 1038 

Newborn, see Babies 

Newer Virus Diseases (Adams) (R) 910 

New Inventions —Adapters for pirdiatric 
antesthcsia and resuscitation (Levin) 80— 
Artery bank (Savage) 215—Artificial kidney, 
portable (Longmorc) 527—Audio monitoring 
of electroencephalography during surgery 
and anxsthesia (Pampiglionc and Picton- 
Robmson) 352—Biopsy tube, multiple- 
retrieving small intestinal (Baker and Hughes) 

686— Bladder syringe, new (Cox) 687— 
Bone fragment forceps (Sharrard) 241— 
Brace screwdriver (Osborne) 1011—Bronchial 
flow meter (West) 908—Control unit for 
suction with repeated release (Bentley and 
Rowan) 852—Device for controlling flow of 
parenteral infusions (Schocnfcld and Edis) 
851—Device for supporting Boyle Davis gag 
during pharyngeal operations (Thomas and 
Waller) 188—Endoradiosondc or ‘ wireless 
pill , applicuion of, to recording of utenne 
contractions and foetal heart sounds (Smyth 
and Wolff) 412—Forceps, angled catch, new 
type of, for anterior colporrhaphy (Russell) 

687— Forceps for measuring skin fold thick 
ness (Vcrcl and Kesterven) 962—Heart- 
lung machine for infants and young children 
(Ross) 1064—He Iter for blood transfusion 
bottle (Griffith) 1171—Knife, skin grafting 
(Watson) 687—Limb suspension in varicose 
vein surgery (Lawnc) 797—Mulupurpose 
cardiac catheter (Nixon and Snow) 582— 
Oxygen, new method of determination of 
(Bracken Glover, and Longmuir) 411— 
Portal venous pressure, recording of, in man 
(Shaldon) 244—-Rccial irrigation (Dc Jodc) 
583—Spinous process forceps (Sharrard) 188 
—Standard obstetric forceps (Rliodes) 631— 
Sucker for emptying intesune (Lawnc) 1123 
—Suction tube for Freyer s prostatectomy 
(Horwich) 630—Sucuon tube for use during 
tonsillectomy and adcnoidcciomy (Pickard) 
583—Warmng device for use in surgery 
(Trotman) 171 

Newman, M , atherosclerosis (C) 927 
Newsome, J , harvest mite (C) 101 
Newton, K A , cancer (C) 98 
Newtonian physic (LA) 533 
Nicholl, G W R , Survival at Sea (R) 26 
Nicklc, sensitivity to, as cause of infusion 
reactions (Stoddart) 741 
Ntcol, H , lol acco (C) 435 
Nicolcsco, J , Travaux scicntifiqucs (R) 136 
Nicotinic acid see Heart 
Nicwiarowski, S , trichinosis (C) 439 
Nigerians, see Hamoglobinurm 
Nilsson, K , wounds, 230 
Nitrous Oxide in Dentistry (Bourne) (R) 909 
Nixon, P G F —cardiac catheter (NI) 582, 
open heart surgery, 1429 
Nixon W C W , ovaries (C) 981 
Nobbs, K L G , confusion in elderly, 888 
No Crying m this Cradle (Morrison and 
Goldman) (R) 1066 

Norcthandrolonc, see Creatinine, Kidneys 
Normm, L G , isclucmic disease (C) 1300 
Norman, R M , Siurgc-Wcbcr Syndrome (R) 
413 

Norman Taylor, W , spiritual healers ’ (C) 
768 

Norris, J A , death of, 252 
North West Metropolitan Regional Hospital 
Board, 1098 

Nose—nasal sinusitis, chronic, Pasteurclla 
septtea in (Bartley) 581 
Nour Eldin, F , blood transfusions (C) 102 
Novick, R , DRL 1241 (C) 978 
Nuclear Safely Advisory Committee, 106 
Nuffield Foundation grant for industrial service 
(P) 270 

Nuffield Orthopaidic Centre, 105 
Nuffield Provincial Hospitals Trust (LA) 689 
Nulltus m verba (A) 195 

Nunn, A H , hocmatemesis and mclasna, 507 
Nurses—Florence Nightingale s Nurses 

Nightingale 1 raining School (Seymer) (R) 
584, hospital sickness absence among (A) 
418 loolung after children of (Coghill) (C) 
1148, staff, 272 see also Isomazid 
Nurses (Amendment) Bill (P) 1306 
Nursing—History of Nursing Profession (Abcl- 
Smith) (R) 961 see also Mental nursing 


Nutrition—(Pyke) 701, Modem Numuon in 
Health and Disease (Wohl and Goodhari) 
(R) 298, see aha Malnutrition 
Nuzzo, F , chromosomes, 130 
Nyassaland—smallpox in (P) 1455, see also 
Rliodcsia 


o 

Oakley, A F , pneumoconiosis (C) 1401 
Oakley, D P , hyoscinc (C) 764 
Obesity—loo many calorics (Ross) (C) 97, 
(Kahan) (C) 205, (Fumass) (C) 263, treat 
mcni of (Bradham) (C) 43, treatment of, b> 
high fat diet (Yudkin and Carey) 939, 
(Sasicni) (C) 1093, (Yudkin) (C) 1302, (Carey) 
(C) 1303, (Furst) (C) 1400, ircaimcni of, by 
intestinal operauon (With) (C) 207 


OBITUARY 


Abemethy, D A , 52 

Barber, H S , 1150—Barling, S G , 163— 
BamiviUe, H L,1150—Baxter, J S , 821 
—Bignold, C A , 1407—Boldero, Sir H , 
1307, 1355—Bowerbank, Sir F, 770— 
Browm, A , 1036—Bursion, Sir S , 554 
Carling, Sir E R , 213 
Finch, Sir E , 1456 

Galbraith, W W, 1256, 1310—Galloway, 
R L ,1456—GaskeII,J F ,711—Gcmmcll, 
Sir A, 819—Gilhes, H D, 655, 770- 
Goodpastuie, E W ,822—Goodwin, Sir] , 
1821—Gordon-Tay lor, Sir G, 604, 657, 
712, 771—Graham Hodgson, Sir H, 498 
Haden Guest, Lord, 498—Hamill, J M i 
1308 


Jailer, J W , 555—Johnson, J T, 878- 
Johnston, T B , 877—Jones Davies, T E, 
555, 606 

Kennedy, A , 53—Kennedy, A M, 820— 
Kerr, J M M , 934—KimbelJ, C W A, 
1036, 1096—Klein, M , 770 
Lennox, W G , 322—Levy, H , 770 
Macdonald E K , 711, (correcuon) 822^ 
Maepherson, D A , 215—Monro, D C, 
1355,. 1407—Moorhead, T G, 378— 
Morley, H S , 164—Morton, W, 215 
Paterson, J E , 1096 

Rae, J B , 1201—Richardson, Sir V, 712- 
Robinson, H , 822 —Rook, Sir A , SOS- 
Rose, A C , 657—Roy, D W , 1406- 
Russell, J , 606 

Saunders, G F T, 1308, 1407 —SMit, 
J W L, 1150—Seymour, J C , 130^ 
Simpson, R R , 1309 —Smith, D A , 4« 
Ternovsky, S , 1407 . . 

Warren, M W , 656, 712 —Waterman, A A , 
878—Williams, F G H,442 


Dbsccmty, 1024 , 

Dbslclncs—Contributions to Obstetrics a 
Gyntccology (Shirodkar) (R) 1176, * 

evolution of (Baird) 557, 609, « 

flying squad (A) 249, (Walker) (Q 550, 
(Walker) (C) 766, (Stabler) (C) 815, ^artan) 
(C) 929, (Griffiths) (C) 1090, o>>stemcforccp , 
standard (Rhodes) (NI) 631, J« o'" Kidneys 
3 Carroll, F M , fluoridauon W 
Dccam s razor (A) 302, (Roantree) (C) 

Dccasional Book —Phenomenon of Man 
(Teilhard dc Chardin) 430 

Dccasional Survly —Medical and 
aspects of fluoridation, 425—Radio fr q 
radiation, 484—Virus tumours of mice, 

Dccupauons—Classification of Occupauo 
1257 

Dekey, C H , chromosomes (C) 492 
D Connor, A S , adverusmg (C) 442 . 

D’Connor, C, Congenital Malformauon 

Ddens, M , Coronary thrombosis (C) 1145 
D’Doherty, E , appointment, 165 
Rdema-oerebral, treated kidney 

(Goldsmith, Nakamoto, . .^n) (O 

cyclical and shock (LA) 746, ( fPolak, 

1032 m cor pulmonale, came 

Haynie, and Schwartz) (C) ^ ^ ,vith 

and Short) (C) 266, modds) 

amodiaqumc (Sidl ™ f,]„)’(C) 9S0, 

(C) 930 (correcuon) 1040 (Bcitlcy; t / 
some causes of (LA) 1179 
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CEsopbagi-s—ccsophasitis disscczas siiperfiaalis 1 
(Strvcns and Dove) 1279 set ciso Cancer | 
HgfflOThage, Mouth | 

O^vic, A- G , steroid therapy (C) 493 
O Gc-maa, F J P , chromosomes 736, (C) 9S2 
O German, P , pathologists (C) 1023 
O G^y, F , infectious sirbome particles (C) 
5t9 1 

Obneda, A., p^ediabctes, 461 
Oliham, P D , hypertension (C) 264 
Oligophrenia see Chromosomes 
Ohver M F —blood-diolesterol and aspiaa 
(C) 1399 cholesterol (C) 1293 
Ohver, R- , ps> chiatrv (Q 261 
Olson E, S , hepatius (C) 320 
On being omp, IISS, (Gardiner) (C) 1297 
O^hrraemy, see Hysterectomy 
OpOTtmg, see Surgeiy 

Operating theatres, refhgerated rentdation for 
(Murlcy) (Q 13^6 
Oph th a l mology see Eyes 
ORa hHl y, R., Anatomy (R) 6S8 
0*bit, see Eyes 

O-der of Su John of Jerusalem, 1455 
O-ganophosphon-s compounds used in agncul- 
n-rc and homcuJture, poisoning b> 201, 431 
Oma E., hypertension (C) 51 \ 

O-mihosis in railwa> guards (Dew, Mawson 1 
Ellm a n , and B'ough) 18, (Nlurra>) (C) 101, * 
(Osman) (Q 152, (Grist) (EUenbogtn) (C) , 
207, (Osman) (C) 494 (Ddfong) (C) 6*S 

J j psychoanalysis (C) 763 ’ 

Onh^padis see Surgery 
Osbem G R., b ochemistrj (C) 1033 

Geofihri, brace screwdnver (NI) 1011 
Osbem^, Gordon, radiographers (C) 96 
L, \!L, biops> cf lung, 1S2 
Osman V H,, ornithosis (C) 152, (C) 494 
OreodjTjcphy familial, uausiial form of 
(Barber) (C) 154 

Osteogenesis zn relation to delajed ucuon and 
pstudo^rthrcsis, 702 

Ortcavelitis, acute (LA) 415, (Brcmncr and 
\ Jigan) (Q 600 (Campbell) (C) 930 
^claryagologj, see Ears Larynx 
O^e of Orthopatdics (Adams) (R) 26 
Ou«p.uents s«Patieais 
0~anes—conservation of (Mxon) (C) 951 
massive o^anan cj-st (Fo'cman) (C) 1200 , 
_^05e) (C) 1300 see also Hvsterectomy j 

Overseas appomtmcnis (LA) 1013 

Hum^um (Shetiles) (R) 632 j 

X™ ^ deaf child (C) 762 

S G thjToid gland 1S7 | 

X’™ F A thrembotest (Q 931 

Sekc-I Cazezte (A) 1336 

9 ^Dd ec 2.enoic and 271 ! 

Oi> fe^ii~-detennin2tion of (Eradten Glover 
^ Longmuir (Nl) ^11 for convulsions (A) 
1239 intragastnc (Nelson) (C) 317 (A) 1129 
m^od of controlled a dminis tration of, which 
truces nsk of carbon-diomde retention ' 
12 , under pressure for treating 
^bon monoxide poisonmg (Smith and 1 
^i^) 905 see cho Muscles Respiration ) 
imusual reaction to (Gefierth I 
Pap) (O 1^1 


^ Treatment of Cancer and Allied 
Dutzsa (R) 190 

accepted (A) 804 

Sc-11927 ’ (C) 1350 
Children 

g co*ncoid therapy 410 

p-eaxial border of arm treatment o*" 
and Farrow) 336 (Troup) (C) 597 
^^ttpeuc neuralgia alleviation of (Taver- 
*^)6ii ire cZio Bret>liiua tosyla e Respira- 
Spm* 

^ Hunungtens cho*^ (C) 

^ deh^-drauon and sweating 114 
ut Paralvsj 
201 
201 

G , dectroenceph-lographi (KI) 

^ Zclhng^ ElLscn Jy^droire with 
malabsc-puon (Rawson Eng- 
French ard Summed) 131, 
and Pnehard) (0652 

(O 1094 

F k.eruc«cru3 (Q 1093 


Pap, Z , crvtctraci’dine (C) 1451 
Fappwonh M. H—^hypertension <C) 13^9, 
Pnmer m Medicine (R) 79S 
ParaSn po-sonmg (George) (C) 318 
Paralj-sis—Gmllam-Bar^ svndrome (A) 8^, 
sciatic (A) 141, see cho Respiratioa 
Parathyroid glands—partial insuSnencv o*' 
(Salvttsen) (C) 707 see clso Hx*perpara- 
thyTOid*sm 

Pans, jumor hospital appomtments in, 714 

Parish, H J , tetanus (C) 494 

Parish W E., hypersensitivity to milk, 1106 

Parker, R- endocarditis 242 

Paxkes, R., hypertension (O 152 

Parkhouse, J , iradieostomv tube, -^O? 

Parkin, D , Libnura (C) 816 
parking and disabled dnver (Inman) (C) 764 
Parkins R- A- sprue, 1366 
Parks, A. G , cancer (C) 1402 

PARLIAMEbTT 

Accused persons medical cxaomaticn of, 
1455—Aircraft, disinfestation of, 1405 
Beaches, sewage pollution of, 161—Boxing 
1454 

Children in prison 313 1256—CoIcniJ 

Meoical Sence, 162—Consultants, repre¬ 
sentation of, 1255—Corporal punishment, 
1149—Cnnunal Jusuce Bill 1189 
Deaths in childbirth, 211—^Dieselfumes, 1190 
—Doctors emergenev calls for, 270 over¬ 
seas, 1150—Drugs and dressings for pn- 
vate patients, 1190, pnees of 1404 1455 
p-opnejin brand name of, 162, pro- 
pnetrry, cost of 213 

Familv Planning Association s poster, 1*»06— 
Food-hvgiene regulations 1306—Foot 

and mouth disease 1X50—Foreign vas.ter«, 
medical treatment of 1233 
General practice assistant* par of, 162— 
Gowers report 313—Grants to local 
authorities 1305, students, 313—G’oup- 
p-acnce loans, 213 ll®0 1306 
Health centres 212—Home-help* 1*»05— 
Hospital building programmes, 162 pro¬ 
gress 269 staff, shortage of, 1255 under¬ 
spending 1**05—Hospital Devdopment 

Unit 119Ch—Hc<pitals \olun.nrv funds of, 
1235—Human Tissue Bill, 1354 1454 
Industrial dermauus, 94 

Nfanufactunng expenses, 1190—Medical ' 
students, intake cf 211 supermtendents 
pav 52—Medical Termination cf Preg 
nanci Bill, 1255—Mental-dcfiacacv bos 
pit-Js number of beds and waiting lists 

9- ,—Mental Health Act implcmcaianon of 
162—Mental Health (Scotland) BilJ, 52, 
211, 313 

Nauonal Health Service supplementary 
esumates 1305—^Nuffield Foundation s 
grant for indus^al health service 270— 
Nurses (Amendment) Bill 1306 ' 

Outpatients and consultants, 212 
Parhamentan Medical Committee 11^0— 
Phen^lkctonun 2 313—^Pollom^cbus vac- 
cmauoa, 1095, 1256—Prison m-ni.cal 

officers, psychiatric qualiScanons of li55— 
Professions Supplementary to Mediane 
Bill 9^—Public Health Bdl, 1149—Public 
Laborato^ Serwee Act 313 ' 

Queen Marj s Hc*piial, Roehampton ItO-*— 
Queens Speech 10®5 

Rating and ^ aluauon Bill 1306—Regional 
hospital boards capital expenditure 1306 
—Remplov and mentall> disordered 1256 
—Research new plans for, 270—Road 
casualties, charge for, lt06—^Roynl College j 
o*" Fhvsiaans of London new bualdings cf \ 
1404 1455 j 

St Helena surgeon fc* 1455—Scientific j 
soaenes, finances 0 *“ 1149—Smallpox in I 
Nyassaland 1455—Social workers l-»05— ' 
State scholarships means test fer 1306— | 
Strontium and puk znu a l*f05—Study 

10- rs 212 

AenerealcLseas-sandsoo^gpecple 1'.05 I 
^cl«h leading hospital 10^5—■'^olfendea | 
repon 92 

Xilocame fa^ o-xedcse cS I'^SS 
kous^usband repc^ 313 

Perl—mcTwarv Medical Ccmmttee'P) 1190 
Parend glands see cm 

Pamsh J A- car-cr (C' 603 
Pam E. H O , cc-ciar% t«dwS o** 9^1 
Parrv XT H , ctr'pc- personxrg “00 


Parsons, F M , no’tihcndrolone 577 
Par«ons, V , ana etanus serum, 1229 
Parthcsarathi, R., benethanune penicillin (C) 
1352 

Parten I , Lrolcgs in General Practice (R) 1232 
Pas*e\, R. D , gLcma (C) 267 
Pcs ezereUs septan in chronic ncsal smusitis 
(B^ev) (C) 581 
Paterson, J E. (O) IO06 
Pate>, D H , hver (O 876 
PaJiolopsts—at cros*roads (Cappell) 853, 
future o-ganisaticn (Ta%lo' and Pulverta.t) 
(O Go*Tnan) 1028, (Heggre'* (Boscott) (C) 
108^ C^alton) (Co^emm) Jordan) (C) 10S5, 
see also THE V^wv co\ « File 
P aiiologs—geographical, 149 Padiatnc P-tno- 
logy (Stosvens) 79 Pathology of Iiuanc> 
and Childhood (Maegrego*) (R) 1065 Recent 
Advances in Clinical P*.thoIogj (Dyke) (R) 
530, Surgery and Cluneal Pathology in 
Tropics (Bowesman) (R) 351 Textbook 
Surgical Pathology (lllingwonh end Dick) 
(R) 1382 

Patients—mental ho*p lal, are-S of ■^eudence of, 
1395 outpatients and con ultants (P) 212, 
senouffi ill, and bebcppicr (Skene and Mills) 
363 (Bodmm) (C) o32 tuberculous, tmeo- 
opt^atl^e (A) **20 
Patrono, A , growth hormone ^65 
Patton, J ll tooibnish (C) 267 
Paulssen, M M P hamod.Jvx.* 1055 
Pawan G L S , unne, 6 
Pav of—biochemists, l-i57, dentists, **92, 
doctors 4S2 ^A) S04 general practmoser* 
assistant (P) 162 medical *upenntendents 
(Gilsenan) (C) -*3, (P) 52 (Go-e) (Betbell) (C) 
100 (Mfllman) (C) 156, (Chambers and 
I-omas) (C) 266 (Frost) (C) •*3^ phy*sic:*ts, 
1457 

Peace at the Last (Huche*) (A) 195 
Peacock, J H., Raymaud s duecse 65 
Fearse A G E., di«e_se of mwde 23 
Pean ^ S , arterial ausculuticn 219 
Pegg,D E.—bone ni-r“Osy lt26 cancer (C) 9$ 
Pemphigus and pemphigoid (MacKenna) 57 
Feme:!?, mine and excreuon ot copper 1295 
Penolhc— B (F-ubrodier and TailcO tOO 
(Garrod) (C) 5*.9 BRL.1241 (Ro^uuen, 

Steven*, Batchelo* XTood and Chain'' 56* 
(B-own and Acred) 56S, (Elek and Fleming) 
560 CNonck)CC)07S (Elek Hesung) (C) 
10^6 penicilhn3*e-’esisiani (LA) 585, see 
else Bcnethamine penicillia 
Penrose, L, S cliromo*o*nes, **09 
Pensions proposed increases in, 1031 
Pentclinium, blood volume and tclerance to 
CRi?nnot-Je$*eii) 669 

Peptic ulcer, cxcrenon o** 17-b'drQxyco*tico5- 
tcroid m ^>07 

Perabo, F E, Afchsnistaa (C) 877 
Pereira M S l_rvcgotrach-ob’'OnchiU* 790 
Perera G A., hypertension (C) 153 
Penmets3, see E\ es 
Permpana\’2gam MS, mal-na, **69 
Penteneal splash (RoS-rts) (C) 710, (Smidd>) 
(0 876 (XTatts'* (C) 9S3 (Martinez) (O lOOQ 
Orx-ers) (O 1147 

Perkins ^ S , Transparency Cornea (R) 79S 
Perlman, H H Pedi-tnc Dc-tl* ology (R) 797 
Perph^nazire in Hunarcten s chc-ea j*aken- 
h?m xraIsh)(C^767 (Conway asdBoardm-n) 
(PakerJham XTals'i'' ^C) 

Penn E \ megacolon (C) 50 
Percus'is vA' 139 
Pes*ane* see \ aginius 

Pharma'^logy—Introduction to Phann-'t^logy 
CL^-is'' (.R'» “9 

Phear D pulmonary embolism S32 

Phenindic-'c see Blood Kidneys 

Prtnol inuath*c3l (D*a'^'' CC") 265 

Phtncmcnct cf A^an ^Teilhard d* ChatLn) h30 

Phtnothiomr'' (LA'' S”5 

Phenylketonuria (P) 313, (\) 356 

Phenyio n in ircaoncn c' trgemiral and cd**? 

retualcas (B-aham and Sa*a' 6^2 
PkJhps D ccrp**r pc soTure 700 

Pbrn-^ R A 909 

Phosrh''*y L*e see Muscles 
Phvs cs—Medical F''vs cs (GL-s^c*^ (R' 9C*0 
Phyx^asts 1457 

Phvs olog5—Qin-cal P^n ''Car*p''-Il -rd 

Dickinsonl (R' 2i5 Med-caJ P^ys ology erd 
B oeberus -y 'Ruch and FU -n) (R^ 1124 
Pb%t ■'’og% c^P*Tma un^ CLa~tiar) CR) 3‘'2 
PnnciMes G—Phvs (B»v' 

(R) 529 


1 


XVlll 


MARCH llj 1961 


INDEX TO VOLUME II, 1960 


Supplement to the lance 


Pickard, B , suction tube (NI) 583 - 
Pickering, Sir G , hypertension <C) 264, (C) 933, 
(C) 1031 

Pities, V R , menstrual stimulant, 959 
Picton Robinson, N , electroencephalography 
(NI) 352 

Pigeons, see Ormthosis 

Pink disease and mercury ointment (Mockay) 
(C) 321 

Pii^erton, J R H , biochemistry (C) 1033 
Piper, R , parking (C) 50 
Pitcher, C S , hmmoljtic disease of newborn 
(C) 979 

Pitcher, L , tuberculosis (C) 1251 
* Pitrcssm , see Vasopressin 
Put Rivers, R , triiodotli>romne (C) 929 
Puuitari gland, responsiveness of, to stress after 
corticoid therapy (Fcrnman and Page) 410 
Plasma, see Blood 
Platelets, see Thrombocyiopcmn 
Pleuropneumoma like organisms (A) 250 
Pneumoconiosis (Oaklej) (C) 1401, see oho 
Statistics 

Pnextrrwc^ stts carimi, jee Cytomegalic inclusion 
disease 

Pneumonia—with antibodies to Streptococcus 
M G (Garrow) (C) 98, ree also Staphylococa 
Ihacumothonx, tension treatment of (Macarthur) 
(C) 1201, (Foster Carter) (C) 1301 
Pogdisa, G , tolbutamide (C) 439 

Points of View—D iagnostic reasoning and 
logoscope (Nosh) 1442—Doctors, administra¬ 
tors, and therapeutic communities (Crocket) 
359—Future role of family doctor (Backett) 
1075—Not yet ? (Soddy) 197—P<r ardua 

ad ardua (McClure) 1388—Significance of 
extreme mandibular movements (Every) 37— 
Sports mcdiane (Troup) 699 

Poisomng by—carbon monoxide, treated with 
oxygen under pressure (Snuth and Sharp) 
905, copper, acute (Semple, Parry, and 
PluUips) 700, (Trimble) (C) 1035, ferrous 
sulphate, acute, treated with cdathamil 
calcium disodium (Simpson and Blunt) 1120, 
hyoseme (Harper and Oakley) (C) 764, 
kerosene (paraffin) (George) (C) 318, lead 
from home made wine (Whitehead and Prior) 
1343, mussels (Gemmilland Manderson) 307, 
(Bozman) (C) 1450, orgonophosphorus com¬ 
pounds used in agriculture and horticulture, 
201, 431, salicylate, peritoneal dialysis in 
(Elliott and Crichton) 840, (Israels and 
Davies) (C) 1197 sulphadiazinc (Goldsmith, 
Nokomoto, and Kolff) 111, see also Barbi¬ 
turate, Dihydrotochystcrol, Food poisomng 
Polak, A , cedema (C) 156 
Polani P E—appointment, 823, chromosomes, 
678, (C) 928 

Poll, E , chromosomes (C) 46, 130 
Poliomyehus—brainstem and (A) 860, duration 
of immumty after vaccination against (A) 33, 
epidemic in Greece (Choremis) (C) 318, 
failure to demonstrate poliovirus neutralising 
antibodies in stools (Godtfredsen) (C) 375, in 
vaccinated, England and Wales, 1958 (Gcffcn 
and Spicer) 87, (Grist and Duncan) (C) 204, 
poliovirus neutralising antibodies in stools 
(Steigman and Lipton) (C) 1030, Sabm vac¬ 
cine and combined immunisation against 
diphtheria, tetanus, and pertussis (R6thy, 
Mardczi, and Jo6) (C) 497, vaccinations 
against (P) 1256, number of (P) 1095, vaccine, 
attenuated or inacuvatcd? (LA) 531, vacane, 
persistence of immumty after admimstrauon 
^ of formalm treated poliovirus (Salk) 715, 
vaccines, poliovirus, inactivated, 311, vaccines, 
poliovirus, live attenuated, 312, vacanes, 
poliovirus, live, factors Jnfluenang use of, 312 
Poliak, V E , lupus erythematosus, 1061 
Poller; L , thrombotest, 1115 
Polyarthrius, see Arthrius 
Polydipsia, see Chlorothiazide 
Polymyositis, diagnosis of (Heathfield and 
Williams) (C) 44 

Polymyxin in bums (Cason and Lowbury) 501 
Pomp and arcumstance (A) 1071, (Beaumont) 
(C)1145 

Poole, G W , bronchitis, 723 
Poole, J C F , thrombosis (C) 928 
Poppen, J L , Atlas of Neurosurgical Tech¬ 
niques (R) 26 

Populauon—food and (A) 588 Population 
Explosion and Christian Responsibility 
(Fagley) (R) 632 I 


Porphyna—(Barnes and Tuccimei) (C) 762, 
acute (Neuberger and Richards) (C) 368, m 
Ireland (A) 636 

Portrait of Social Work (Rodgers and Dixon) 
(R) 632 

Postnatal Development of Human Cerebral 
Cortex (Concl) (R) 26 

Posture—Active Alerted Posture (Tucker) (R) 
962, Mans Posture (Joseph) (R) 1176, see 
also Trendelenburg 

Potassium—cyanide, odour of (Gwilt) (C) 1197, 
perchlorate, anxmia due to? (ML) 1190, see 
also Cholera, Hypcrkalamia, MetaboUsm 
Potter, J , burns (C) 157 
Powell, B W ,rcspirotor> parol^'sis, 1241 
! Practice, see General practice 
I Practice of General Ana:sthcsm fdr Neurosurgery 
(Ballantine) (R) 352 

Practice of Medicine (Richardson) (R) 1284 
Practitioners Handbook (Thomson) (R) 1432 
Prankerd, TAJ, formimmoglutamic acid, 
347, (correction) 500 

Prasad, B G » family studies by students, 957 
Pratt, EL, Protein and Amino Aad Require¬ 
ments in Early Life (R) 1176 
Prcdiabctes, see Diabetes mcllitus 
Prednisolone, see Diabetes mcllitus, Liver 
Pregnancy—(A) 29, carlj diagnosis of (Read) 
(C) 158, excretion of free lysine m (Bolton, 
Forster, and Kcrley) 345, hazards of, 853, 
pre eclamptic toxaemia (Snlzmann) (C) 45, (C) 
1250, sickle cell disease m (Anderson, Went, 
Moclvcr, and Dixon) 516, virus infccuons 
during (LA) 800, (Rhodes) (C) 1034, see also 
Abortion, Amemia, Eclampsia, Heart, Labour, 
Tolbutamide 
Prematurity, see Babies 

Prescribing—cost of, 323, Ptcdiatnc Presenber 
(Cotzel) (R) 530, Presenbers Notes, 379 
Pressley, T A , airborne bacteria, 397 ! 

Preventive Medicine and public Health 
(Grundy) (R)1012 

Prichard, R W , Zollinger Ellison syndrome 
(C) 652 

Pridie, R B , bronchitis, 723 
Priest, J H , mongols (C) 208 
Priestley, K E , Construcuve Work for Mental 
Health in Hong Kong (R) 352 
Pricstmon, A , T substance, 1220 
Pngal S J , Fundamentals of Modern Allergy 
(R) 25, (correction) 136 
Primer in Medicine (Pappworth) (R) 798 
Prmaplcs of Animal Virology (Burnet) (R) 1012 
Principles of Bone X-ray Diagnosis (Simon) (R) 
297 

Prinaplcs of General Physiology (Bayliss) (R) 
529 

Principles of Orthopocdic Surgery (Colonna) 
(R) 1066 

Prior, A P—atherosclerosis (C) 817, lead 
poisoning, 1343 

Prisons—m 1959 (A) 1072, in wild places (A) 
1288 medical officers of, psychiatric qualifi¬ 
cations of (P) 1455, number of children in 
(P) 313, (P) 1256 

Prizes—Jean Hunter prize, 1098, John Tdmes 
prize, 1358, Nobel prizes (A) 970, Richard 
Kovacs prize, 1203, Weber-Porkes prize, 323, 
989 

Problem of Acute Hypothermia (Starkov) (R) 
1012 

Prochlorperazine in prophylaxis of migraine 
(Dalsgaard Nielsen) (C) 877 
Professions Supplementary to Mcdicme Bill 
(P) 94, (LA) 965 

Progestogens, female pseudohermaphroditism 
due to (Mortimer) (C) 438 
Progress in Biological Sciences m Relation to 
Dermatology (Rook) (R) 26 
Prostate gland—‘biopsy of (A) 694, female 
(Recs) (C) 97, (Moore) (C) 204, (Rees) (C) 267, 
(Knobhch) (C) 651, (Kook) (C) 769, (Rhodes) 
(C) 873, (Kook) (C) 1193, suction tube for 
Frcyer s prostatectomy (Horwich) (NI) 630, 
sec also Infection 

Proteins—701, in hyaline membrane (LA) 1014, 
(Barrie and Wise) (C) 1400, of serum, trans¬ 
mission of, from feetus to mother in rhesus 
monkey (Banghom, Hobbs, and Tee) 1173, 
Plasma Proteins (Putnam) (R) 298, Protem 
and Ammo Aad Requirements m Early Life 
(Holt, Gyorgy, Pratt, Snyderman, and Wallace) 

(R) 1176, see also AbetalipoproteinEcmia, 
Electrophoresis, Food, Intesuncs, Meta¬ 
bolism I 

Prugh, D G , Healthy Child (R) 1066 I 


Pryce, J D , hicmoglobm, 333 ' 

Fryer, D L , and Prycr, R R L, faul 
endotracheal tube, 742 

P2S, 201 ^ 

Pseudarthrosis, see Osteogenesis 
Pscudoacanthosis nigricans (Tighe) 1422 
Pseudoglioma, see Eyes jt 

Pseudohcrmaphrodiusm, female, due to pr 
gestogens (Mortuner) (C) 438 
Pseudomonas pyocyaneot infccuon of wounds 1 ^ 
(Sussman and Stevens) 734 
Psoriasis (MacKcnna) 57 
Psychiatry—Clinical Medicine and Psychol 
Patient (Ehrenthcil and Marchand) (R) 143 ' 
depression, electrolytes and clectroconvu — 
sions (A) 918, 2 dimethylanunocthan.*z' 

bitartratc in depressive illnesses and chxon:: 
schizophrenia (Levens) (C) 653, doublflr 
progress in (Ohver) (C) 261, (Holman) (( 
371, (Freeman) (Cleobury) (C) 433, (Abrej 
feldt) (C) 599, (Allchm) (C) 650, (Winstoj^ 
(C) 709, (Ahrcnfcldt) (C) 761, editorial, 27 I 
mental abilities, 853, physical disorders i u. 
mental illness (Herridgc) 949, tranquillise~.,i 
in (LA) 855 

Psychology—Cerebral Dominance and i 
Relation to Psychological Funcuon (Zangwil 
(R) 688, Divided Self (Laing) (R) 63 « 
dreams (LA) 745, (Heaton) (C) 817, hysteru^ 
syTnptom or disease? (A) 1182, Integrity 
Personahty (Storr) (R) 1432, psychoanaly'si ' 
(Onega) (C) 763, Stress and Psychiatn^ 
Disorder (Tanner) (R) 1124, Structure an^ 
Dynamics of Psyche (Jung) (R) 584 

“Psychotherapeutic drugs (Duddington) (€**■’ 
102 

Public health—Preventive Medianc and Pubb 
Health (Grundy) (R) 1012, state of, in 195‘ -*■ 
1136, Synopsis of Public Health and Socu 
Mcdiane (Essex-Caier) (R) 1382 

Public Health — Anthrax, nouficauon of, 115 
—Arsemcal haulm and weed killers, 643- 
Bread and flour, 1186—British Industni^t* 
Biological Research Association, 1257-'. ^ 
Byssmosis and cotton spinners, 213—Chbler 
m Afghanistan, 544—Classificauon of Occups ; 
I uons, 1257—Commumcable diseases, 213- 
Copper poisomng, acute (Semple, Parry, an ^ j- 
Phillips) 700—Diphtheria m Derby, 759 ^ 
Liverpool, 812—Disabled, rehousing of, 139 
— ‘ Epidemic * nephritis m North Esse ^ 
(Harkness) 146—Esumaung hostel needs fo ^ 
backward citizens (Stein and Susser) 486- 
First aid in factories, 759—Food Hygicn ^ . 
(Docks, Carriers, &c) Regulations, 701- 5 
Food Hygiene (General) Regulations, 701- 
Food poisomng due to Cl tas/cbii, 1151— 
Foot and mouth disease, 1257—Gonorrhcc^, ^ 
in Middlesex and Cardiff, 251—Hcaltlw^ 
education, views of public on, 924—Hors ^ 
sickness, African, 643—Lead poisomng fron,^ ’ 
home made wine (Whitehead and Prior) 134 
—Margarme illness, 544—Matcrmty service- 
in Glasgow, 1151—Mental health training,^ 
in service, for health visitors (Affleck, Munro^ 
Seiler, Matheson, and Beattie) 641—Mentax,-^* 
hospital, admission to, by area, 1396—Milk 
composition of, 758—Morbi^ty statistic ,V- 
from general practice, 377—^Ncurotoxf* hj 
mussel poisoning (Gcmnull and Manderson 
307—Poisomng from orgonophosphorus com 
pounds used in agriculture ond horucultutc 
431—Progress of smoke control, 377—Qfcvo^> 

in naval personnel (Fraser, Hatch, Carmichael fj, 

and Evans) 971—Scotush Health Stausucs 
1310—Smallpox, 868—Sputum conversion \ 
100/, m newly diagnosed pulmonary tuber 
culosis (Thomas, Forbes, Luntz, Ross, Smith 
ond Spnngctt) 1185—Sullbirths, ceruficatlot 
of, 701—Tuberculosis, bovmc,759—^Venerea 
disease among women prisoners (Keighleyr 
253, see also Infccuons diseases, Vital\.v 
staustics V 

Public Health Bill (P) 1149 . 

Public Health Laboratory Service Act (P) 313 V 
Puerpenum, see Heart ’ 

Puig Muset, P , lipoxidose (C) 51 / . 

P^monary, see Embolism, Hypertension, Lung*v^^ 
Pulse, see Blood pressure 

Pulvcriaft, R J V , pathologists (C) 1028 > 15 ^ 

Pump, pulse givmg (Butterworlh) (C) 652 * 

Pumshment, corporal (P) 1149 v 

Purine metabolism, inborn error of (Coles* 

Pricstman, and Wilkinson) 1220 
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Puipose and Pracuce of Medicine (Spence) (R) 
246 

Purpura—sex linked familial (A) 1074, throm¬ 
botic thiombocyiopemc, with agamma- 
^bulinaemia (Fnck and Himg) (C) 1401 
Putnam, F W , Plasma Proteins (R) 298 
Pyeloncphnus, see Kidneys 
M, nutntion, 701 
P^gcn, see Anhidrosis * 

^luvate, see Blood, Nervous system 


Q fever—in naval personnel (Fraser, Hatch, 
Carmichael, and Evans) 971, see also Heart 
Quarrymg, see Statistics 

Quedienstedi s test, fallaaes in interpretation of 
(Tajlor) 1001 
Queen substance, 271 
Quie, P G jStaphylococa, 124 
Quitnby, E H , Safe Han dlin g of Radioactive 
Isotopes m Medical Practice (R) 744 
Quiiune oxidase m serum (Roman) (C) 47 


Rabson S M , incontmence (C) 434 ! 

Rachon, K , tnchmosis (C) 439 I 

Radar, dangers of 484 

Radiauon—53 hazards of, reassurance about ' 
(A) 1436, leuksemia and (LA) 1383, radio- 
frequency, 484 see also Membrane, Radio¬ 
graphy 

Radioactivity—fallout m air and bone (A) 1337, 
natural m West Devon water supphes 
(Abbatt, Lakey, and Mathias) 1272, of bones 
(A) 1337 

Raiographen. shortage of (Osborne) (C) 96, 
Wroadbent) (C) 369, (Hutchinson) (C) 432, 
(Madtgan) (C) 543, (White) (C) 597 
R^ography—in decompression sickness (A) 
chest, radiation hazards and (Beres- 
(C) 1194, (Gibson) (C) 1253 (Moore) 
(C) 1302, (Lodge) (Ham) (C) 1398, panoramic 
p ^^1 * Angiography 

K^ology early radiological investigation of 
natmaiemesis and melcna (Chandler, Cam- 
eron, Nunn, and Street) 507, Cohnstone) (C) 
5, IS radiological cxammation of twisted 
IM? (Garfield) 1167, (Elhs) (C) 

1 ^ 9 , ^railsford) (De Kretser) (C) 1300, 

( chraibman) (C) 1351 of dumpmg syndrome 
A A ^261, Radiology as Diagnostic 

Aiain aimcal Surgery (Middlemiss) (R) 688 
see also Lungs 

inoperable cancer of bronchus 
rated by megavoltage X-ray therapy 
618, lee also Cancer 
5™’}® Ke Stenhsauon 

J B (O) 1201 

of becoming doctor (C) 155 
tta \ S^ds, see Ormthosis 
^ A I H.gallstones, 614 
Ramm.il ^ ^ ■sotpoal emphysema (C) 1404 
^ ’ ^lophylococa, 620 

hieum' S, Studies on Vertebrate 

^'orogenesis (R) 190 

ImV’ ^ ’ ‘“opBageal cancer, 1122 , (C) 

? '“Piratory faUure (C) 495 
Hand ’ oo^'ry of Repair as applied to 

^6In,^es(R,474 
Rao^ ^ » mycetoma, 1112 

('or^’emonVlSs”™"^ emphysema, 1217, 
1306 

Children (R) ^^‘“'“S'epuon m Infants and 

Ellison syndrome, 131 
Ray. b V ' ,* onutetanus serum, 1229 

(Q 373 glaucoma (C) 317, tissue therapy 

^^'aro*)%' P™oiry, of arm. treatment 

B'ad'^'^'’^'>'eBihtauon 
Beoni.; G 

I R^^tobcrculo^s^^l”^ coccidioidomycosis 
'^' 1432 ™’"’ “ Biochemistry (Goodsem) 
W) “ Chmcal Pathology (Dyke) 

lEssenuals orPenmetry (R) 135 


Rees, JR, bronchial cancer, 1005 
Rees, W S , female prostate (C) 97, (C) 267 
Reflexes, see Nervous system 
Regional hospital boards, capital expenditure of 
(P) 1306 

Regional Hospitals Consultant and Specialists 
Association, representation of consultants and 
speaalists (C) 1138 

RehabUitation—after stroke (A) 1438, of aged, 
film on, 1038, Social RehabiUtanon of Sub¬ 
normal (Gunzberg) (R) 1283 
Reid, HA, snakebite (C) 375 
Reid, J J A , diabetes (C) 1141 
Reinberg, A , amodiaqtiine, 842 
Relaxation for Childbirth (Barfield) (R) 744 
Remploy and mentally disordered (P) 1256 
Rendle Short, T J , appointment, 1098 
Report of First Institute on Clinical Teachmg 
(Gee and Richmond) (R) 854 
Research—(A) 855, Current Medical Research, 
772, new plans for (A) 193, (P) 270, on aged, 
990, on bram, 1038, on hydrocephalus (LA) 
28, on malaria (LA) 1067, on mental health 
(A)1130 

Research-workers, medical, retirement of (C) 
1351, (Humphrey) (C) 1448 
Reserpine (LA) 855 

Respiration—arufiaal (Ligeu) (C) 47, failure 
of relation between oxygen concentrations of 
inspired air and arterial blood (Campbell) 10 
failure of, rehef of pam m (Semple) (C) 205 
(Judge, Ramsay, and Robertson) (C) 495, 
(Swerdlow) (C) 552, fatal obstrucuon of by 
faulty endotracheal tube (Pr>er, Pryer, and 
Williams) 742, (Joad) (C) 818, (Azzopardi) 

I (C) 877, (Durrans) (C) 1145, (Molphy) (C) 
1253, measurement of respiratory effort and 
assessment of method of treating infections of 
lower respiratory tract m small children 
(Holland, CoUey, and Barraclough) 1166 
muscles of (A) 637, neonatal respiratory dis 
tress (A) 1071, paralysis of, treatment of m 
small children (Powell and Smith) 1241, see 
<i/jo Dyspnoea 

Respiratory tract—disease of, and smokmg (A) 
1240 see also Respiration 
Responsibility —dunimshed, )ury s responsibiUty 
in assessmg (ElUs) (ML) 103, hospital board s 
(Hull) (ML) 1452 

Restell, M , medical teachmg (C) 1141 
Resusatauon—cardiac arrest and (LA) 1333 
expired-air (Buxton) (C) 157, (Matthews) (C) 
601, 1312 see also Adapters 
R 6 thy, L Sabm vaceme (C) 497 
Retina, see Eyes 
Reunopathy, see Eyes 
Retrograde step (Robertson) (C) 1302 
Reynolds, E O R , eczema vacematum, 684 
Rheumauc diseases—immunology m, 1081, 
prevalence of, 1259 

Rheumauc fever and anustreptolj'sm (A) 479 
Rheumatoid arthnus—ten-year follow up of, 
1381, treatment of 135, gold m (LA) 911 
Rhodes, A J virus infecuons (C) 1034 
Rhodes P —female prostate (C) 873 obstetric 
forceps (NI) 631 . ^ x. ^ 

Rhodesia—and Nyassaland new medical school 
(A) 139 <^1^0 Bilharziasis Southern 

Rhodesia 

Richards F F , porphyria (C) 368 
Richardson, H S , Trendelenburg sposmon(C) 

1354 

Richardson, Sir J , Pracuce of Medicme(R) 1284 
Richardson Sir V (G) 712 
Riches, Sir E , Modem Trends m Urology (R) 
1432 

Richmond, J B , Report of First Insutute on 
Clinical Teaching (R) 854 
Rickham P F , neonatal surgen. 751 
Riddell, M J , hypoglycatmic agents (C) 266 
Rus P , sex of fcctus 180 

Rind, H , Allas dcr Phascnkonuasthamaiologie 

RiSie ^H D , hamodialysis (O i?’! v rrv 
Road safety, medical aspects of (Cleobury) CL) 
159 

Roantrec.W B—harvest mite (C) 49 Occam J 
razor (C) 600 

Rob C— arterial auscultauon 219 
Robb-Smith A H T .athermderosu (C) 1028 

RXcnTA^FTitifii^ mscmmction (Q 454, 

Robc’rB!^F?\nt^uction to Htimin Blood 
Groups (R) 136 

Roberts. G W , mcontmcnce (C) 20 S 


Roberts, J A F , hv^crtension (C) 264 (C) 1032 
Roberts, PAL, pcntoneal splash (C) 710 
Robertson C K , respiratory failure (C) 495 
Robertson, J M , retrograde step (C) 1302 
Robmson, B , heart-block (C) 49 
Robinson, G , fractures (C) 318 
Robmson, H (O) 822 
Robmson J F , Familj Planmng (R) 414 
Rockefeller Foundation, 272, 989 
Rocking chair, iherapeuuc vdue of (Sv.'an) 1441 
Rodenburg, W , mtesunal phlegmon, 1171 
Rodgers, B N , Portrait of Social Work (R) 632 
Rolmson, G N , BRL 1241 564 
RoUason, W N , atropme (C) 1448 
Roman, W , quimnc oxidase (C) 47 
Ronnov-Jessen, V , pCntolinium, 669 
Rook, A , Progress in Biological Saences in 
Relauon to Dermatology (R) 26 
: Rook, Sir A , death of, 537, (O) 605 
Roots of Cnmc (Glover) (R) 79 
Rosalki, S B , bronchi'll cancer, 1005 
Rose A C (O) 657 

Rose and Carless Manual of Surgery (Wakeley, 
Harmer, and Taylor) (R) 962 
Rose, C , tumour, 1329 

Rose D J , hostel needs for backward auzens 

(C) 552 

Rose, G , hypertension (C) 1141 
Rose, J R , ovarian cyst (C) 1300 
Rosengren, E , wounds, 230 
Roskam, R T , intestinal phlegmon 1171 
Rosner, D , cancer (C) 1301 
Ross, A I , N H S costs (C) 814 
Ross, C A C , menmgius, 1278 
Ross D N , heart-lung machine (NI) 1064 
Ross H J T , tuberculosis, 1185 
Ross, S E—arufiaal inseminauon (C) 1145, 
obesit> (C) 97 

Rossiter, E J R , Bnush Student Tuberculosis 
Foimdauon (C) 926 

Rountree, P M , staphylococcal mfccuon 1 
Rowan D , sucuon (NI) 852 
Roy,D W (O) 1406 

Royal Academy of Mediane in Ireland, 1455 
Royal Anthropological Insutute of Great 
Bntain and Ireland 106 
Ro>al Australasian College of Physiaans, 9S9 
Royal College of Midwives, 380 
Royal College of Nursing 54, 990 
Roval College of Obstetnaans and Gymtccolo- 
gisis 145, 218 252, 272 772, 1260 
Royal College of Physiaans of Edmburgh 324, 
1098, 1338, 1358 

Royal College of Phi siaans of Ireland 1153 
Royal College of Phi siaans of Londot^ 
Conway Evans prize, 323 diplomas 324, 
1039 elccuons, 1039 examiners, 323, Gilbert 
Blanc medal 323 lecturers, 323, licences, 
324 1039 Lmacre orauon, 1356, member¬ 
ships 323 1039 Milroy lecturer 1039 

Moxon medal, 323 989 Murchison scholar¬ 
ship 323 officers, 323 Regent s Park plans 
36 (P) 1404 (?) 1455, Weber Parkes prize, 

323 989 

Roj-al’collcge of Surgeons in Ireland, 52, 106 

217, 1203, 1312 , K ova 

Royal College of Surgeons of Edmburgh 272 

989, 1458 . _ 

Royal College of Surgeons of England— 
appointments 1358 Buckston Broa-ne ihnner, 
217 , chair of mUuarj surgery 1153 iplomas, 

324 937, 1153 examiners 324 937, fellow- 

937, 1153 1358, 

medal, 217 John Tomes prize 1353 lec 
turers, 217 Lister medal, 1312 members of 
council, 217 444 new building, 217 presi¬ 
dent elected 196, 217, snee presidents 

Royal Commission on Doctors and Denusts 

Remunerauon, 482 _ 

Royal Faculty of Physiaans and S^eons of 
Glasgow 500, 714, 879, 1202 1358 
Royal Insutute of PubUc Admmstrauon, 556 
Royal Society (A) 195, 1153, 1*S9, 1312 
Royal Soaety of Health 321 
Rubber thccung stenhsauon 

Rubbo S D—airborne bactena, 30,, bacten-I 

contanunanon of fabnes 394, StapI- c. rrrus, 
12*'5 

Ruch, T C , Medical Phitiologi and Bto- 
chemisto (R) 

Russell J (O) 606 . 

Russell J K.-amfiaH 

forceps (NI) 657. sra^ (C) -07 
Ruthven C R J uiiodo hs-romne 1 - .4 
Rjle A , disseminated sclerosis (C) 1403 
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Sabour, M S > biopsy of lung, 182 
Safe Handling of Radioactive Isotopes m 
Medical Practice (Quimby) (R) 744 
Sahs, A L , Neurology (R) 584 
Saia, A , neuralgia, 892 
St Helena, surgeon for (P) 1455 
Salaries, set Pay 

Salicylate intoxication, peritoneal dialysis in 
(Elliott and Cnchton) 840, (Israels and 
Davies) (C) 1197 

Salk, J E , poliovirus vacane, 715 
Salt, H B , abetalipoproteincEinia, 325 
Salt, R H , tracheostomy tube, 407, (C) 599 
Salvesen, H A , parathyroid glands (C) 707 
Salzmann, K D , pre eclamptic toxaemia (C) 
45, (C) 1250 

Samaille, J , Echo virus (C) 1199 
Samcs, C P , carcmoma 948 
Sanderson, A R , apparent triplo-X female, 21 
Sandiford, H B C , tracheostomy tube (C) 496 
Sarcoidosis—544, treated with chloroquine 
(Fuld) (C) 1029, treated with mepacnne 
(Soderstrom) 947 
Sasieni, D , obesity (C) 1093 
Saudek, A C J , general practice (C) 981 
Sauer, G C , Manual of Skin Diseases (R) 530 
Saunders, C , appointment, 165 
Saunders, G F T (O) 1308, 1407 
Saunders, W H , Textbook of Otolaryngology 
(R) 246 

Savage, C R—aortic aneurysms, 466, artery 
bank (NI) 245 

Sc-11927 , protection by, against otherwise 
fatal dihydrotachysterol intoxication (Selye, 
Grasso, and Padmanabhan) (C) 1350 
Schaffer, A J , Diseases of Newborn (R) 744 
SchalUbaum, E M , staphylococcal infection, 
1227 

Scharoroth, L, Introducuon to Congenital 
Heart Disease (R) 351 
Scher, L , appomtment, 165 
Scheurlen, P G , analbuminsmia, 1169 
Schiller, K F R, ruptured interventricular 
septum, 1322 

Schizophrerua, see Psychiatry 
Schloss, M , hepauus (C) 320 
Schneeweiss, J , bronchitis, 723 
Schoenfeld, M R , infusions (NI) 851 
Scholarships, Slate, means test for (P) 1306 
Schools, dental service for (A) 358, (A) 861, 
(C) 983 

Schrade, W , arteriosclerosis, 1409 
Schraibman, I G , twisted ankle (C) 1351 
Schurr, P , cancer (C) 101 
Schwartz, M , pernicious aniemia, 1263 
Schwartz, W B , oedema (C) 156 ’’ 

Schwarz, G , chromosomes (C) 100 
Scientific soaeues finance (P) 1149 
Sclare, G , thyroiditis (C) 872 
Sclerosis, disseminated, benzhexol in (Ryle) (C) 
1403 

Scotland—mental illness in, 1097, see also Vital 
statistics 

Scott, D B , labour (C) 373 
Scott, D J , hypoglycaemia (C) 929 
Scott,! W L (O) 1150 
Scott-Gray, M , vaginitis (C) 649 
Scottish Conjoint Board, 824 
Scottish Health Services Council, 218 
Scottish Health Stausucs, 1310 
Screwdriver, brace (Osborne) (NI) 1011 
Sea—Survival at Sea (Nicholl) (R) 26 
Seale, J R—efficiency and economy (C) 315, 
N H S , 696, (C) 926, sepsis (C) 873, too few 
doctors? (C) 596 

Search for New Anubiotics (Cause) (R) 909 j 
Searcy, R L—atherohpid numbers (C) 1196, 
electroshock (C) 655 
Sears H T N , hypertension, 387 
Seelen, J C chromosomes (C) 1144 
Segal, F, Introduction to Congenital Heart 
Disease (R) 351 

Seiler, HE, mental health 641 
Selected Bibliography of Contraception 1940- 
1960 (Tietze) 772 
Sella turcica, see Cortisone 
Sellwood R A , cancer (C) 814 
Selye H , Sc-11927 (C) 1350 
Semple, A G copper poisoning, 700 
Semple S J G , failure of respiration (C) 205 
Sepsis, cost of (Seale) (C) 873 
Serum—anutetanus, rapid destrucuon of, in 
patient previously sensitised to horse serum 


(Godfrey, Parsons, and Ra\vstron) 1229, 
see also Blood 

Services —Army resection for pulmonary 
tuberculosis m (A) 639 
General urufied medical services for ? (A) 356, 
(Stanbridge) (C) 648 

Sevitt, S , fat-embolism, 825 
Sewage, pollution of beaches by (P) 161 
Sex—antenatal determination of, of foetus m 
prevention of hereditary diseases (Rus and 
Fuchs) 180, Wolfendcn report (P) 92, see also 
Chromosomes, Homosexuality, Pseudoher- 
maphrodicism 

Seymer, L, Florence Nightingale s Nurses (R) 
584 

Seymour, J C (O) 1309 

Shaldon, C —tesophageal vanccs (C) 372, portal 
venous pressure (NI) 244 
Shaldon, S —asates, 1331, hamorrhage, 222 
Sharard, A , thjroid secretion, 19 
Sharp, C L , fluoridation (C) 49 
Sharp, G R , carbon monoxide poisonmg, 905 
Sharrard, W J W —bone-fragment forceps 
(NI) 244, spinous process forceps (NI) 188 
Shaw, R M , diabetic s syringe (C) 548 
Sheep, see Toxoplasma 
Shepherd, WE, thyroiditis, 739 
Sher, N , vacane (C) 931 
Sherlock^ S , htemorrhage, 222 
Shervington P C,hpids, 1045 
Shellies, L B , Ovum Humanum (R) 632 
Shigellosis and sulphonamides (Turk) 460 
Shingles—and chickenpox (A) 1019, (Ball) (C) 
1139, (Foster) (C) 1253, (Lawson) (C) 1349, 
hydrocortisone and corticolrophm m (Miller) 
(C) 1034 

Shinton, N K , anicmia (C) 1035 
Shtrodkar, V N , Contnbuuons to Obstetnes 
and Gynaecology (R) 1176 
Shock, see Cholesterol, (Edema 
Shorrock, H H , deaf chid (C) 873 
Short, D S , cor pulmonale (C) 266 
Shoulder, reduction of anttnor dislocation of, 
without anaesthesia (Evans) 1419 
Shrand, H , truodothyronine, 1274 
Shrewsbury, J F D , gallstones, 614 
Shute, P G —harvest mile (C) 371, Laboratory 
Techmque for Study of Malaria (R) 474, j 
malaria, 469 

Sickle-cell disease, see Pregnancy 
Siddons, H , heart block (C) 49 
Siderosis m S African Bantu (Walker) (C) 209 
Sidi, E , amodiaquine, 842 
Sigenst, Henry E —Henry E Sigenst on 
History of Mcdiane (Marti Ibanez) (R) 246 
Simon, G , Prmaplcs of Bone X-ray Diagnosis 
(R) 297 

Simpson, B R , tracheostomy tube, 407 
Simpson K , ferrous sulphate poisonmg, 1120 
Simpson, R R (O) 1309 
Simpson, W T , tigloidine (C) 98 
Singh, I, thromboangutis, 625 
Sinusitis, see Nose 
Sjbgrcn s syndrome, 1380 
Skelton, M O , suprarenal glands, 278 
Skillen, AW, leuktemia (C) 376 
Skin and mucous membrane (MacKcnna) 55 
Skin diseases—aphthosis (MacKenna) 59, Atlas 
and Manual of Dermatology and Venereology 
(Burckhardt) (R) 854, industrial dermatius 
(P) 94, lichen planus (MacKenna) 57, 
Manual of Skin Diseases (Sauer) (R) 530, 
Pcdiatnc Dermatology (Perlman) (R) 797, 
pemphigus and pemphigoid (MacKenna) 57, 
Progress in Biological Saenecs m Relation to 
Dermatology (Rook) (R) 26, pseudoacanthosis 
nigricans (Tighe) 1422 psoriasis (MacKenna) 
57, urticaria treated with amodiaquine (Sidi 
and Rcinberg) 842, (Dodds) (C) 930, (correc¬ 
tion) 1040, (Bettley) (C) 980, see also Eczema, 
Gnseofulvin, Harmup disease, Interferon 
Lupus erythematosiK, (Edema, Shmgles, 
Stevens Johnson syndrome 
Skone J F , helicopter, 363 
Skull, closing of fistula of (A) 1237 
Slade, N , prostatectomy, 887 
Slater J E , strontium, 941 
Small A , branchial sinus, 891 
Smallpox in Nyassaland (P) 1455 
Smart, G A , thyroid gland 187 
Smiddy, F G peritoneal splash (C) 876 
Smith A , chromosomes (C) 319 
Smith, A C , tetanus (C) 366 
Smith, A D M , aneemia (C) 1140 


Smith, AN, wounds (C) 367 
Smith, D A (O) 443 
Smith, D H , central sterile supply (C) 490 
Smith, G , carbon monoxide poisoning, 905 
Smith, H W , staphylococa, 515 
Smith, I M , staphylococcal sepucffinia (01302 
Smith, J B G , preparation for profession (C) 
1301 

Smith, J M , tuberculosis, 1185 
Smith, J W G , hypoparathyroidism, 510 
Smith, MEN, glioma (C) 268 
Srmth, M N , respiratory paralysis, 1241 
Smith, RE, Oxford and Cambridge (C) 41 
Smith, S , mental hospital, 592 
Smith, W G , Q fever, 846 
Smiihers, D W, Clinical Prospect of (iincer 
Problem (R) 1332 
Smoke, control of, 377 
Smoking, see Tobacco smoking 
Sm>th, C N—endoradiosonde (NI) 412, 
Medical Electromcs (R) 1232 
Snakebite—(Reid) (C) 375, adder bites as 
holiday hazard (A) 638 
Sneddon, I B , steroid therapy (C) 42 
Snow, H M —cardiac catheter (NI) 582, 
perfusion (C) 154 

Snvderman, S E, Protem and Ammo Aad 
Requirements in Early Life (R) 1176 
Soaal mediane—Synopsis of Public Health and 
Soaal Mediane (Essex Cater) (R) 1382 
Soaal and Medical Problems of Elderly (Hazell) 
(R) 1431 

Soaal Rehabilitation of Subnormal (Gunzberg) 
(R) 1283 

Soaal security agreement with Switzerland, 272 
Soaal workers (P) 313, (P) 1405 


SOCIETIES, MEDICAL 
American Thoracic Society —106 
American Trudeau Society — 106 
Anglo-American Medical Society— 166 
Anglo German Medical Society —379 
Association of Clinical BIOcHE^usTS —906, 
936, 1322, 1358 

Association of Clinical Pathologists — 
906 

British Association of Otolaryngologists 
—1357 

British AssoaATioN of Plastic Surgeons 
—1458 

British Association of Urological Sur¬ 
geons —166 

British Diabetic Association— 1203 
British Orthopedic Association — 1175 
British Pediatric Association — 1154 
British Society for Hematology— 1312 
Czechoslovak Medical Society — 1358 
Harvbian Society of London — 106 
Hbberdbn Society— 135, 1312, 1380 
International Society of Tropical Derma 
tology — 272 

Manchester Medical Society —1431 
Oxford Graduates Medical (^ub —106 
Regional Hospitals Consultants and 
Specialists Association—(C) 1138, 1259 
Royal Society of Medicine —awards, 324, 
1153, 1203, officers elected, 166, president 
elected, 142 

Royal Society op Tropical Medicine and 
Hygiene —(A) 638, 1380 
Society for Surgical Medicine —853 
Society of Apothecaries op London —480, 
500, 823, 1458 

Society of Medical Officers of Health — 
218 

West African Association of Surgeons — 
(A) 1337 


Soaety of Chemical Industry, 307 
Soaety of Chiropodists, 824 
Socrates on Health Service (A) 1017 
Soddy K , homosexuality 197 
Soderstrom, N , sarcoidosis, 947 
Sodium—latrogemc, retention of (A) 695, 
also Cancer 

Sophian, J , pre eclampsia (C) 1086, (C) 1200, 

(C) 1399 ^ 

South Africa—siderosis in S African Banw 
(Walker) (C) 209 ' 

Southern Rhodesia, Government medical scr 
vices in (Stott) 483, (Morns) (C) 601 V 

Southwood, W F W, bactenajmia (C) 159 ^ 

Sowry, G S C , hypertension (C) 264 ^ 

Soya bean see Thyroid gland 
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(A) 801, Space Biolog> (Hanrahan 


j^Bushnell) (R) 1284 

D M, Diagnosis and Treatment of 


irscf Chest (R) 1382 
,] M K., tetanus (C) 366 
, 5 , representation of (Regional Hospi- 
ab Coprahants and Specialists Assoaation) 

‘ (O nis 

Inti mnsjes of (A) 637 

*«« Sir J ,Purpose and Practice of Aledtcine | 
<R)246 

|pMer,C C ,poliom>elitis 87 

Bpw bad: pam and h>T3ersBstliesia (Cynax) 

(Q 47, (Hargrave WUson) (C) 161, (Troup) 
(0206 (Glover) (C) 551, Disc Lesions and 
Olier Intcrvcnebral Derangements (Cnsp) 
(R) 1232, mtenertcbral discs degeneration 
fi, 1331 lumbar miradiscal pressure (A) 30, j 
'orectiKi) 166 reechoAnsesthesia, Forceps 
Vrvou svsiem, Queckenstedl s test 
•iBk, W S broilers (C) 707 
S|*a, J J b-dsores of gut (C) 102, (C) 264 
Ipkaectomj, chemical (Stuart) 896 
8|ra medione (Troup) 699 (LA) 799, 
(Barber) (Q 817, (Goulden) (C) 982, (La 
Cava) (C) 1144 

Spains see Fractures Radiology 
Splgs A-cancer (C) 654 

^, tuberculosis, 1183 
■P*, see Intestines 
Spirmi, see Tuberculosis 
Jjj-c, J R, ^nilmk report, 538 
F jobsteincs (C) 815 
y I L, blood transfusion (C) 491 

F A.R.,Zollmger Ellison syndrome, 

R., one Forces medical service^ 

(C) 64S 

h\tr(0 876 
^ Viruses (R) 961 
P M. drug addiction 1379 
*?^*®^^”^cquisjtion of, by newborn 
I olimk} Lipsitz Mortuner, and Rammel- 
^P) 620 (Marsh) (C) 709 disease due to, 
® hospitJs (Hughes) (C) 435, from noses of 
“naarj surgeons and f ar m er s sensitivitj 
« to aatibioucs (Smith and Crabb) 515, 
^th, experimental in man (Foster 
f.^373, ncomjcm resistant (Quie, 
Car^e) 124 pneumoiua due to, 
and Gresham) 1057, 
illness due to infection by 
ct and Schallibaum) 1227 scpticsetrua 

^Jlococcal endocardins (A) 196 staphy- 
infection in surgical unit 
C-c) Loewenthal and 

^ /ococcur aureus new screen 

of J medium for rapid detection 

tim) strains of (Moore) 453, (correc- 

(R) 1012 ' ’ of Acute Hjpothermia 

Agriculture 1960, 1037 
1176 , Yearbook 1959 (R) 

to Health Staustics 
prj-ti of morbidit> from general 

■iJ O’ -rv! ^ Pueumocoiuosis in mining 
' iLa for 1959 digest of, 

' VLa Stausucs, 1310 see also 


, 1310 see also 


(A) 536 
i" ^"'«tmcs 

1,1 H V (C) 1030 

' Z 'Q 1254 

* needs for bacl^axd atizens 

j> P ^ 

’ 1051 

t« P' M 

^'“Kl E. 1. j°'^otpcrazine 
, V F W <C) 1252 

' J'lVaj v’p°’P»tal (01451 

''SI 

I ^e 124-4 ^y^team under increased 
?! roruai_„^'tal sterile supply (LA) 
f (Smith) (O 490 of 

h 5 -.93 (Lattrence) 

f J'-tau) (o‘^7ff'^ 548, 

(§ im? (C> Z61, 

‘031 of radium needles and 


*• raoium needles and 

(fS;“ (Brock) (O 928 of scalpel 


in iTZT t'-) 46 small 

W;-'t!» 6,3 hospital (gj-dis and 

" G t ^ 

'^.amide 1424 


Sternum see Arthritis 

Steroids—adrenal insuffiaencv, acute, after 
treatment with (Stevens) 234 (Begg and 
Ogii\ue) (C) 493 long-acnng intramuscular 
steroid (Mesander and Harvev) (C) 437 se 
also Blood pressure, Corticotrophin, Steiens- 
Johnson syndrome 

Stevens A E—oesophageal cast, 1279, steroid 
therapi, 234 

Ste CIS, J w ound infecnon 734 
Stevens J L ,hospitJs (C) 1451 
Stevens, S BRL 12**!, 564 
Stevens Johnson simdrome, complete remission 
of, after steroid therap> Gones and Karasim- 
han (C) 376 

Stewun, C J lubcrculm testing of doctors (Q 
554 

Stewart, H C , vaginitis (O 1200 
Stewart, I , suiade 919 

Stewart, J S S —analj'sis o*“ chrorno'^omes (C) 
651 apparent tnplo-X female, 21 
Stillbirths, certificauon of, 701 
Still s disease, 1381 

Stobbe, H , HSmatologischer Atlas (R) 80 
Stock, J P P , caroud smus s>-ndrome 445 
Stoddart, J C , luckel ^ensiuvaty, 741 
Stokes J , Clinical B^iCtenologi (R) 1066 
Stolte, LAM, chromosomes (C) 1144 
Stomach—achlorhidra (LA) 27 Clinical 
Gastroenterology Gones and Gummer) (R) 
1381 dumping syndrome clinical and r^^dio- 
logical aspects (Cox and Allan) 1261, gastrec¬ 
tomy and blind loop syndrome (KmseUi and 
Hennessy) 1205 gastrectomy,Polya followed 
by postoperauv e inflammation of efferent loop 
(Tovey) 1209 

Stoner, H B Biochemical Response to Injury 
(R) 25 

Stotr, A , Integnty of Penonahty (R) 1432 
Stott C F , S Rhodesia, 481 
Stovin S working tmes (C) 1195 
Stonens, D Fsdiatnc Pathology (R) 79 
Suadhng P , bronchius, 723 

Strang L B ,bydrocort2sone(Q 550 

Stratford B C—airborne baaena Z91,Siapl- 
I aureus 1225 

Stratford,! G , hydrocephalus (C) 49 d 
S treet D F , hsmatemcsis and melsna, 50i 
Street, D R K Rampton, 143 
Streptococa—pneumonia with annbodies to 
Strep AfG (Garron) (C) 98 
Stress and Psychiatric Disorder (Tanner) (K) 
1124 

Stretton T B cytomegahe inclusion duease 
951 

I Stroke, rehabihtauon after (A) 143S 

Stronuum—absorpuon excieuon and retMOon 

1 of by breastfed and botUe-fed babies 
(TOddou-sem Slaier Hamson, and Sutton) 
941, (Fraser and Hamson) (C) 1140, ^unt) 
(C) 1448 90 in bones (F) 1405j 90 in diet (A) 

Si^miue and Dynamics of Psyche auns) OU 

Simple to Return (Bunker) (R) 298 
Stuart A E , Splenectomy 8^ 

Stuart, H C , Healthy Child (R) 1066 
S^-CIaik A C , Administering Hospital 

StSi^^-^« to (P) 313 medical intake of 

Stn^i« onrr^XSrSrmogenesis (RamOn y 

StSy^^o*?^ Abortion m Pmmmc Soacues 
(Devcrcus) (R) 798 

Studv tours (P) 212 Tr-a.Ki-r <;vn- 

Sturge-Weber s>-"‘i«>">r 7 Sturge-’Veber Sm 
drome (Aleicander and Norman) (R) -.W ree 

aba Chromosomes __ 

Sucker for emptymg mtesune (Lan-ne) (ND 
1123, (Sweetman) (C) 1350 

Sucrose, see Blood D„„-,ny rvil 

Suction, control of (Bentley and Rowan) (Nl) 

RS2 

Suction tube for-Freyers 
(Horwich) CNI) 630 
end adenoidectomy (Pickard) (NI) 583 
Sugcr iftf Blood 
Suiade see Crime 

I Sulphadiazine see Poisonmg by extf-rut- 

Sulphxmoglobmmmia b1"«^' . 

cheon) 240 (Discomb-) (C) 3.1, (McCu 
I Su^^namdes—and shnidlosis (Tu.k) 460 o 


Sup*nnicndents, see Aledical superintendents 
Supenc' vena cava, diiireucs m managemenl of 
obstruction of (Lewis) (C) 1305 
Supersomc (LA) 587 

Suprarenal glands—hyperfunction of adrenal 
cortex with adrenal metas^ases (Bagshawe) 
287, stcro d therapy followed by arate 
in uffia“ncy of (Stevens) 234 see also Cancer 
Surgery—Atlas of Anatomv and Surgical 
Approaches in Orthopedic Surgery (Con- 
sentino) (R) 631, Atlas of Neurosurgical 
Techruques (Poppen) (R) 26, Body Fluids m 
Surgery (Wilkinson) (R) 246 Bntam and 
America (Moore) 1339, Chnstopher’s Text¬ 
book of Surgery (Davis) (R) 798 Current 
Surgical Alanagement (MulhoUand Ellison, 
and Fncsen) (R) 1176 Demonstrations of 
Physical Signs in Clinical Surgery (Bailey) 
CR) 1066, Early History of Surgerv (Bishop) 
(R) 1065, Essenuals of Orthopedics (Wiles) 
(R) 80 guide for pudendal nerve blod; 
(Didons) (C) 156 hyTophysectomy (Taj lor) 
(C) 156 (A) 1437, hysterectomy with or 
w'thout oophorectomy’ (A) 918 neonatal 
surgical unit, experience of (Forshall and 
' Riclham) 751 of acadents, 1392 of painful 
hip (Nesfieldl (C) 1348 operating on wrong 
I limb or digit (Addison) (C) 597 orthopedic 

' 702 orthopedics at Oxford, 1202 Outline of 

I Orthopedics (Adams) (R) 26, Practice of 
General Anesthesia for Veurosurgeiy (Bal- 
i lanune) (R) 352 Pnnaples of Orthopedic 

I Surgery (Colonna) (R) 1066 Rose and 

I earless Manual of Surgerv (Wakeley, 

; H^cr and Tajlor'* (R) 962, Surgery and 

t CUmcal Pathologv in Tropics (Bowesman) 

! CR^ 351 Surgery in World War 11 (Coates) 

! (R) 245 Surgery of Repair as apphed to 

H^nd Injunes (Rank and Wakefield) (R) 474, 
SiLgical Treatment of Faaal Injunes 
(Kazanjian and Converse) (R) 136 see also 
Anesthesia Branchial smus Cancer Heart, 
New IsvTVTioss, Operaung theatres, Radio¬ 
logy Suture materials, Trendelenburg^s 
position Veins 

Survival at Sea (Nicholl) (R) 26 
Susser, M —hostel needs for backward atuens, 
4S6 mentJly handicapped, 303 
Sussman M wotmd infection 734 
Sutton A , strontium, 941 

Suture materials durabihty of (Catchpole and 
Winn) 236 

Swan R C , rocking chair, 1441 
Swaroop S Introduction to Health Statistics 
(R) 910 

Sweating—(Lathcad and PalUster) 114 see also 
Anhsdrosis 

Sweden, immurusation against cancer in, 988 
Sweetroan, K. F D sucler (C) 1350 
Swerdlow M , respirators failure (C) 552 
Switzerland, soaal security agreement with 272 
Sykes, C H thrombosis 627 

Sykes W S , Essa>-s on First Hundred Tears of 

Anaesthesia (R) 189 , ,, , 

Synopsis Public Health and Soaal Mediane 
(Es^cx Cater) (R) 1362 

Syphilis—general paraly-sis of insane, -17 see 
aho Venereal di c- e 

uniarv bLdder (Cox) (ND 6S7, 

Stenhsation mm 

<; 7 - 3 Vacs T E. hvahne membrane 1010, (C)12o2 
sSiaj G £-mvcloma(C)440 


Tail G B phenmdione (C) 119S 
Tak-mine bromelain see Broji'-bin 
Takanami A pTdiabetes 461 

Tanner J M Stress and Psvchiatnc DisonJ^r 

(R> 1124 

TSrnokv,A L mucovisados s 5K 
Tananni E. corticonercids (O frt 

T^ro^A R-t?oph^ectcmy (Q 256 
(O 872 

Ta>lcr H E. thiTO 

Tailor I patholosi'i! (C) 10.S 

Tajlo J C hmmac—a 16 

Tailor. K A rGM ^ ^ 

Tailo S— Gra-m d-icasc "6 

\lJ-i.al c' Su p-n CR) ^ 

5 ; H brrnl.imtoirlatoo-3 F-”'' 


antibiotics? 13o/ 
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Teaching, see Medical educauon 
Tee, D E H , senim-protems, 1173 
Teeth—denial anallanes, 272, Hypnotism for 
Medical and Dental Practitioners (Mason) 
(R) 136, Nitrous O^de in Dentistry (Bourne) 
(R) 909, school dental service (A) 358, (A) 
861, see also Anaesthesia, Blood transfusions, 
Bnixism, Fluoridation, ^diography. Tooth¬ 
brush 

Teilhard de Chardin, P , Phenomenon of Man 
(R) 430 

Telephone for partly deaf, 272 
Temperature—ieffect of food, alcohol, and 
hyosane on body temperature and reflex 
responses of men immersed in cold ^^atcr 
(Keatinge and Evans) 176, of body, emotions 
and (LA) 475 see also Heatstroke, Hypo¬ 
thermia, Thermometry 
Tennent, R A , hospitals (C) 265 
Tenyi, M , virus tumours (C) 761 
Ter Haar Romeny-Wachter, C C, athero¬ 
sclerosis, 1162 
Temovsky, S (O) 1407 
Terry, J A C , hospital serviced (C) 1399 
Testosterone propionate, see Laver 
Tetanus, clinical, value of large dose of anutoxin 
in (Browm, Mohamed, Montgomery, Arml- 
tage, and Laurence) 227, (Spalding and Smith) 
(C) 366, (Laurent and Parish) (C) 494, 
(Back) (C) 601 
Tetany, see Kuashiorkor 

Tetracycline prophylaxis in chrome bronchitis 
(LA) 1286 

Tetracyclines (A) 478 
Textbook of Gynecology (Gray) (R) 961 
Textbook of Otolaryngology (DcWecse and 
Saundere) (R) 246 

Textbook of Surgical Pathology (Illingworth 
and Dick) (R) 1382 

Thames (Longmore and Thompson) (C) 432, 
(Jarvis) (C) 549, (Mackenxic-Wintle) (C) 600, 
(Breen) (TTiompson and Longmore) (C) 649, 
(Boycott) (C) 760 

Theobald, G ^ , pre eclampsia (C) U47 
Thermometry, irifra red Taxation, m clinical 
practice (Williams, Williams, and Handley) 
958 

The WIDDIco^tBB File —Division of patho¬ 
logists, 921, 1025, 1094—Medical illustrauon, 
147, 364—^On being omp, 1188— Plucked 
from bunung , 973 

The Wider World —Government medical 
services in Southern Rhodesia (Stott) 483— 
Medicme and new Africa (Gear) 1020 

“ They never tell you anything , see Hospitals 
Thomas, D B , Boyle-Davis gag (NI) 188 
Thomas, H T , tuberculosis, 1185 
Thomas, L C , blood barium in cancer (C) 209 
Thomas, W R , mental deficiency (C) 1140 
Thompson, M , sternoclavicular arthritis, 673 
Thompson, REM, Thames (C) 432, (C) 649 
Thompson W R , Behavior Geneucs (R) 1284 
Thomson, A D , hypertension and stroke, 342 
Thomson, WAR, Pracuuoner s Handbook 
(R) 1432 

Thorotrast, death assoaaied with (ML) 976 
Thorup, O A, Fundamentals of CUmcal 
Htematology (R) 351 

Threlfall, C J , Biochemical Response to In;ury 
(R)25 

Thromboangutis obliterans, tolbutamide in 
treatment of (Singh and Brara) 625 
Thrombocytopenia—(LA) 415, sex linked, and 
muiauons (Motulsky) (C) 1449 
Thromboembolism, postoperauve (LA) 1433 
Thrombolysis, see Heart 

Thrombosis, venous — 870, anticoagulant 
therapy and (Poole) (C) 928, detection of, 
with **T-labelled fibrinogen m rabbit (Hobbs 
and Davies) 134, during infusion of dextrose 
(Vere Sykes, and Armitage) 627 extensive 
after use of hypertonic urea (Keil) (C) 434, 
see also Heart 

Thrombotest (Frohn, Haanen, and Morselt) 
(Groover) (C) 553, (Owren) (C) 931, evalua¬ 
tion of, in control of anucoagulant therapy 
(Lempert and Poller) 1115 
Thursby Pelham D C ,hydrocorusone (C) 816 
Thyroglobuhn, see Thyroid gland 
Thyroid gland—(LA) 192 anubodies to thyro- 
globulin m patients with thyrotoxicosis 
treated with radioacuve iodine (Blagg) 1364, 


cretinism, endemic, and deaf-mutism 
(Deutsch) (C) 769, evidence for genetic pre¬ 
disposition to formation of th>roid auto- 
antibodies (Hall, Owen, and Smart) 187, 
goitre, 164, non toxic, stable metabolism of 
iodine m (Koutras, Alexander, Buchanan, 
Crooks, and Wayne) 784, Graves* disease, eye 
signs in, 1187, myxoedema, cerebellar syn¬ 
drome m (Jcllmek and Kelly) 225, slowing of 
thyroid secretion by iodide in euthjToid 
people (Mercer, Sharard, Westermk, and 
Adams) 19, So>a bean goitre in infants (A) 
695, thyroglobuhn antibodies m patients 
wnthout clinical disease of (Hackett, Beech, 
and Forbes) 402, thyroiditis, cxpcnmcmal 
(Shepherd, Lipinski, and Ta>lor) 739, 
(Sclarc and Taylor) (C) 872, (Cooke) (C) 873, 
see also Exophthalmos 

Tibbs, D J , arterial replacement, 1313, 
(correction) 1458 

Tietzc, C, Selected Bibliography of Contra- 
cepuon 1940-1960,772 
Tighe, S M , pscudoacanihosis mgneans, 1422 
Tigloidine (Simpson) (C) 98 
Tijdmk, G A J , chromosomes (C) 1144 
Till, K , hicmatoma, 167 
Timburg, G C , Libnum (C) 766 
Tissue therapy in animals (Ray) (C) 373 
Tuard, J , subnormality (C) 1193 
Tobacco—^metallic iracc elements in (Voss and 
Nicol) (C) 435, mosaic virus and limg cancer 
(Bothwell) (C) 436 (Kaisilambros) (C) 934 
Tobacco-smoiang—by adolescents (Fisher) (C) 
710, (Lcaroyd) (C) 874, (Fisher) (C) 928, 
(Lipetz) (C) 978, (Hurst) (C) 979, agareite- 
smokmg and pulmonar> function (A) 86, m 
hospitals (Birch) (C) 2252, (Macdonald) (C) 
1304, m)uty and absenteeism in smokers (A) 
302 (Anderson) (Wauchope) (C) 547, 
respiratory disease and (A) 1240, tobacco 
wearung dime, 823 
Todd, J , Librium (C) 1090 
Todd, J W , coronary occlusion (C) 1086 
* Tofranil , see Imipramine i 

Tolbutamide—direct inhibiuon of hepauc 
glycogenolysis by (Kdldor and Pogdtsa) (C) 
439 possible teratogenic effect of, m pregnant 
prediabetic (Larsson and Sierky) 1424, see 
also Thromboangiitis 
Tommila, V interferon, 682 
Tomorrow Will be Sober (Williams) (R) 246 
Tone river (Boycott) (C) 760 
Tong, J E , Rompton 143 
Toothbrush—incffccuve (A) 142, (Patton) (C) 
267, maligned (Breesc) (C) 267 
Torncr, M , hpoxidase (C) 51 
Tough, I M , X ra>s and chromosomes, 849 
Tovey, FI, Polya gastcctomy, 1209 
Tovey, G H , group O blood 1369 
Toxccmia, pre cclampuc, see Pregnancy 
Toxocara cams (A) 591 

Toxoplasma, sheep as potential reservoir oft for 
man (Gamham and Lainson) 71 
Trachea—Diagnosis and Treatment of Diseases 
of Trachea and Bronchi (Moersch and 
Andersen) (R) 298 see also Laryngotracheo 
bronchitis 

Tracheostomy tube—Radcliffe, improved 

material for (Salt, Parkhouse, and Simpson) 
407, (Sandiford) (C) 496, (Salt) (C) 599, 
reaction to (Young) (C) 554 
Trachoma, see Eyes 
Tranquillisers in psychiatry (LA) 855 
Transaminases m serum in trichinosis (Malik, 
Nicvnarowski, and Rochon) (C) 439 
Transparency of Cornea (Duke Elder and 
Perkins) (R) 798 
Trauma, see Injuries 

Travaux saentifiques (Nicolesco) (R) 136 
Treatment of Cancer and Allied Diseases (Pack 
and And) (R) 190 

Trendelenburg s posiuon (A) 1183, (Inglis) (C) 
1301 (Kimbcll, Loder, and Riclxardson) (C) 
1354, (Green Armytage) (WUhelmus) (C) 
1398 

Trctamine in treatment of inoperable lung 
cancer (Morns and Davies) (C) 370 
Trevor Roper, P D , Lecture Notes on Ophthal¬ 
mology (R) 80 

Tnchinosis serum aldolase and serum trans- 
ammases in (Malik, Nicwiarowski, and 
Rachon) (C) 439 

Tnchomomasis see Metronidazole, Vaginitis 
Triennial Statistical Report, 1955-1957 Bethlem 
Royal Hospital and Maudsley Hospital (Hare) 

(R) 136 


Tnfiuopcrazine, overdose of (BarUir:* 
(C) 1304, (Boardman, Fullerton, 1 tz 
Conway) (C) 1450 
Tniodothyronine—effect of, on tent 
Jet el and nconataljdcvelopment oi-' 
infant (Shrand and Ruihven) L:: 
chemical synthesis of (DeutichL 
(Holloway and Pitt-Rivcrs)(C) 929, 
(C) 1090 

Trimble, G X , copper poisonmf (C 
Tnparanol and cholesterol (A) 968 
Troensegaard-Hansen, E, c>’3todi«t 
158 

Tolley setung (Bchr) (C) 649, (Wil»o_ _ 
(Cooper) (C) 877 - - 

Tropicd Medicme Research Board, j 
Tropics—Clinical Tropical Disease 
and Maegraith) (R) 910, cold inji;- 
children sc^crely ill in (Mori 
diseases of, m Britain (LA) 475, S» 
Clinical Pathology in Tropics (I 
(R) 351, tropical sprue, riddle of 
Trotman, RE, warmng dence (NR” 
Troup, D—arm pain (C) 597, back pi 
Troup, J D G , sports mediane, 69 

T-substance (Coles, Pncsiman, and ^ _ 

1220 ^ 
Tube—faulty endotracheal, fatal i 
obstrucuon due to (Fryer, Pt-^ j 
Williams) 742, see also Biopsy tub 
tube 

Tuberculin testing of doctors (McCani — 
(Stewart) (C) 554 

Tuberculosis—936, bo%ine, 759, m i- il 
1073, notification of (Pitcher) (Q 1 Z 
break of, m immumscd commur^*;] 
pulmonary, coexistent with cocat^'I 
cosis (Reams) 1281, pulmonary, resu^' 
in Army (A) 639, pulmonary, 200? ” 
con\efsion m (Thomas, Forbes, 
Smith, and Spnngett) 1185, renal 
tension(Parkes)(C) 152,sooalsugm ^ 
Moore) (C) 602, (C) 707, unct^ 
patient with (A) 420, see also Isomai^*; 
Tucamei, L C T , porphyria (C) 76*^ 
Tucker, W E , Active Alerted Postun'i 
Tumours—'Orgentaffinoma (LA) 355, 1^ 
and Treatment of Tumours of Ches)^- 
(R) 1382, leucine sensitive insulin^' 
tumour (Marrack, Marks, and 
pseudoglioma, toxocaral, of reima 
virus, of mice 200 (Kclemen and 1 
751, see also Abdomen, Adenoma 
taffinoma. Ascites, Cancer, Corusone •* 
Lciomy osarcoma. Myeloma, Neurob ^ 
Urinary bladder. Viruses, Wegener'^"' 
loma 

Turk, D C , shigellosis, 460 
Turner, E , brain abscess, 449 
Turner, G , type 3 adenovirus, 1327 
Turner R , valvotomy (C) 492 
Turner s syndrome, see Chromosomes 
Twiss, E E , hemodialysis, 1055 
Typhoid fever—intrahepaac typhoid \ 
as cause of carrier state (Marsh) (C) 
Tyser, P A , bathing water (C) 1298 ^ 


Ulcers—simple, and cancer (A) 1288) : 
(Stein-Wcrblow^ky) (C) 1402, see al 
ulcer 

Umts (Eaton) (C) 600, (Bell) (C) 648 

Universities —Aberdeen appointmcn 
165, 936, 1202, degrees, 165, 1408—1^ 
ham appointments, 1098, 1312 Kj 
chair of physiology, 217, degrees, 4^»^^ 
988 vice-pnncipal elected, 217—' 
pass-lists, 54, 1457—Cambndge i j i 
444, 500, 1038, 1098, 1202, 1457-pO 
degrees, 106, 1357 —Durham appoIlO 
1457 degrees, 105, 165, diplomas 
Edinburgh appointments, 54, 271( 
1259, 1408, chair of psychological 
1259, degrees, 271, 988, 1458 — 
appointment, 714, degrees, 54, 
diplomas, 556, Wellcome Research v 
tory, 920—Leeds pass lists, 54, 
Liverpool appointments, 54 
—London appointments, 323,714,^5 
1039, chair of bacteriology, 323,<f^|^ 
bacteriology and immunology, 1259, 
dermatology, 323, chair of median. 
1408, chair of obstetrics and gyn® 
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'2,6''= 772 1259 p3r^-L5ts, 
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21 cJa 271,823,9=9, 1153 
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